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Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 


RSR 

Protocol No. PM-8450 

Covance CRN Study No. 12226-8450 

14.1.4.2 Comparison Between ETS Exposed and Not Exposed Non-Smokers 
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PM3006437537 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 1 Of 7) 


Analytical Lab 

Timepoint _ Biomarker 


Statistic 


Exposed 


Not-exposed 


P-value" 


Harrogate 




0.0032 

4-AfflinobiphenyI-Hb adduct (pg/g htmoglobid) 

N 

30 

35 


MEAN, GEO MEAN 

8.73. 7.91 

6.04.5.51 



SD. SB 

4.248.0.776 

2.668,0.451 



MEDIAN 

7.56 

5.50 



MIN, MAX 

25)5,23.25 

2.49.13.38 



5%, 95% 

3.94, ] 7.37 

2.90.11.63 



# of BLQ/ALQ Values 

0/0 

0/0 


Harrogate 




0.0040 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

N 

30 

35 


MEAN, GEO MEAN 

0.101,0.053 

0.048, NA 



SD, SE 

0.1522,0.0278 

0.0739,0.0125 



MEDIAN 

0.044 

0.033 



MIN, MAX 

0.005,0.677 

0.000,0.340 



5%, 95% 

0.017.0.447 

0.016.0.306 



# of BLQ/ALQ Valdes 

0/0 

0/0 


Harrogate 



35 

0.4031 

Nicotine (nmol/mg Creatinine) 

N 

30 


MEAN, GEO MEAN 

0.028, NA 

0.013, N A 



SD, SE 

0.0644, 0.0118 

0 0174, 0.0029 



MEDIAN 

0.012 

0,006 



MIN, MAX 

0.000, 0.271 

0.000,0.086 



5%, 95% 

0.000, 0.253 

0.000. 0.074 



#of Bl.Q/ALQ Values 

19/0 

32/0 


Harrogate 



35 

0.4254 

Cotinint (nmol/mg Creatinine) 

N 

70 


MEAN, GEO MEAN 

0.016, NA 

0.011, NA 



SD, SE 

0.0220, 0.0040 

0.0118,0.0020 



MEDIAN 

0,011 

0.006 



MIN, MAX 

0.000,0.114 

0.000,0.057 



5%, 95% 

0.000,0.057 

0.000,0.051 



It of BLQ/ALQ Values 

18/0 

31/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
* P-value from Wilcoxon rank-sum test. 
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PM3006437538 


Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14.1.1.2-1 

Statistical Comparison Beiwcm Non-Smokers Exposed and Non-Smokeis Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 2 of 7) 


Analytical Lab 

limepoint _ Biomarker 


Statist ic 


Exposed 


Not-exposed 


P-valne* 


Weel< l Harrogate 



35 

Trans-3-hydroxycotinine (nmol/mg Creatinine) 

N 

30 


MEAN, GEO MEAN 

0.035,0.019 

0.017, NA 


SD, SE 

0.0497,0.0091 

0.0320,0.0054 


MEDIAN 

0.016 

0.U10 


MIN. MAX 

0.005,0.219 

0.000,0.187 


5%, 95% 

0.005,0.166 

0.005, 0.068 


# of BLQ/ALQ Values 

8/0 

14/(1 

Harrogate 




Trans-3'hydroxycotinine-O-glucuronWe (nmol/mg Creatinine) 

N 

28 

25 


MEAN, GEO MEAN 

0.009. NA 

0.002. NA 


SD, SE 

0.0145,0.0027 

0.0044, 0.0009 


MEDIAN 

0.003 

0.001 


MIN, MAX 

0.000.0.053 

0.000,0.018 


5%. 95% 

0.000,0.051 

0.000,0.012 


# of BLQ/ALQ Values 

8/0 

14/0 

Harrogate 



33 

Nkotine-N-glucurwiide (mnttl/mg Creatinine) 

N 

29 


MEAN, GEO MEAN 

0.003, NA 

0.001, NA 


SD. SE 

0.0047,0.0009 

0.0048. 0.0008 


MEDIAN 

0.000 

0.000 


MIN, MAX 

0.000,0.021 

0.000, 0.023 


5%, 95% 

0.000,0.012 

0.000,0.016 


# of BLQ/ALQ Values 

19/0 

32/0 

Harrogate 



35 

Colfnine-N-Rlucuronide (nmol/mg Creatinine) 

N 

30 


MEAN, GEO MEAN 

0.012, NA 

0.005, NA 


SD, SE 

0.0200,0.0037 

0.0143,0.0024 


MEDIAN 

0.004 

0.000 


MIN. MAX 

0.000, 0.075 

0.000, 0.064 


5%. 95% 

0.000, 0.066 

0.000, 0.055 


II of BLQ/ALQ Values 

iR/n 

31/0 


0.0073 


0.0284 


0.0158 


0.0012 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home. work, vehicles, other places. 
* P-value from Wileoxon rank-sum test. 
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PM3006437539 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed lo Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 3 of?) 


Analytical Lab 

Timepoint Biomarker 

Statistic 

Exposed 

Not-cxposeil 

p-value’ 

Week 2 Harrogate 





Sum of Nicotine and Nfcntlnp metabolites (nmol/mg Creatinine) 

N 

28 

37 

<.0001 


MEAN, GEO MEAN 

0.212,0.086 

0.036. N A 



SD.SE 

0.5467,0.1033 

0-0345, 0.0057 



MEDIAN 

0.077 

0.022 



MIN. MAX 

0.016,2.938 

0.000,0.186 



5%, 95% 

0.017,0.606 

0.011,0.105 



tt of BLQ/ALQ Values 

0/0 

0/0 


Harrogate 





Nicotine (nmol/mg Creatinine) 

N 

28 

37 

0.0064 


MEAN, GEO MEAN 

0.079, N A 

0.009, NA 



SD.SE 

0.3342, 0.0632 

0.0063,0.0010 



MEDIAN 

0.012 

0.006 



MIN, MAX 

0 000,1 782 

0 000, 0 025 



5%. 95% 

0.006, 0.086 

0.000, 0.025 



# of BLQ/ALQ Values 

18/0 

36/0 


Harrogate 





Cotinine (nmol/mg Creatinine) 

N 

28 

37 

0.0008 


MEAN, GEO MEAN 

0.027, NA 

0.009, NA 



SD.SE 

0.0590. 0.0112 

0.0071. 0.0012 



MEDIAN 

0.011 

0.006 



MIN, MAX 

0.000, 0.323 

0.000, 0.028 



5%, 95% 

0 006,0.040 

0.000, 0.028 



# of BLQ/ALO Values 

12/0 

35/0 


Harrogate 





Trans-Miyrimxyrnflnme (nmnl/mg Creatinine) 

N 

28 

37 

<.0001 


MEAN. GEO MEAN 

0.059,0.028 

0.013, NA 



SD.SE 

0.0910,0.0172 

0,0117,0.0019 



MEDIAN 

0.024 

0.010 



MIN, MAX 

0.005. 0.411 

0.000.0.062 



5%, 95% 

0.005, 0.297 

0.005, 0.036 



« of BLQ/ALQ Values 

6/0 

11/0 



NOTE: Source of exposure to environmental lobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
a P-value from Wileoxon rank-sum test. 
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PM3006437540 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 4 of 7) 


Analytical Lab 

Timepoint _ B k> marker 


Statistic 


Exposed 


Not-exposed 


P-value* 


Week 2 Harrogate 




Tn»iw-3-hydroxycotininisO-glucurotilde (nmol/mg Creatinine) 

N 

26 

33 


MEAN. GEO MEAN 

0.017, NA 

0.003, NA 


SD.SE 

0.0260,0.0051 

0.0051,0.0009 


MEDIAN 

0.005 

0.001 


MIN, MAX 

0.000, 0.105 

0 000.0.021 


5%, 95% 

0.000, 0.072 

0.000,0.016 


# of BLQ/ALQ Values 

6/0 

11/0 

Harrogate 




Nicotine-N-glucuronlde (nmol/mg Creatinine) 

N 

26 

37 


MEAN, GEO MEAN 

0.013,NA 

0.000, NA 


SD, SE 

0 0526,0.0103 

0.0013, 0.0002 


MEDIAN 

0.000 

0.000 


MIN, MAX 

0.000, 0 270 

0.000, 0 008 


5%. 95% 

0.000,0.017 

0.000,0.000 


# of BLQ/ALQ Values 

18/0 

36/0 

Harrogate 




Cotinlne-N-glueuronide (nmol/mg Creatinine) 

N 

28 

37 


MEAN, GEO MEAN 

0.021, NA 

0.003, NA 


SD, SE 

0.0371,0.0070 

0.0107,0.0018 


MEDIAN 

0.0! 2 

0.000 


MIN, MAX 

0.000,0.195 

0.000,0.058 


5%, 95% 

0.000, 0.045 

0,000,0.026 


# Of BLQ/ALQ Values 

12/0 

35/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, othert at home, work, vehicles, other places. 
a P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-1 

Statistical Comparison Between Non-.Smolcers Exposed and Non-Smolcers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 5 of 7) 


Analytical Lab 

Timepoint Biomarker 

Statistic 

Exposed 

Nat-exposed 

P-value 3 

Week 3 Harrogate 





Sum of Nicotine snd Nicotine metabolites (nmol/mg Creatinine) 

N 

17 

48 

0.0057 


MEAN, GEO MEAN 

0.104,0.066 

0.040.0.032 



SD, SE 

0.1163,0.0282 

0.0404. 0.0058 



MEDIAN 

0.069 

0.033 



MIN, MAX 

0.016, 0.470 

0.0! 1,0.274 



5%, 95% 

0.016, 0.470 

0.017, 0.085 



# of BLQ/ALQ Values 

0/0 

0/0 


Harrogate 





Nicotine (nmol/mg Creatinine) 

N 

17 

48 

0.9172 


MEAN, GEO MEAN 

0.011, NA 

0.010, N A 



SD, SE 

0.0110,0.0027 

0,00(52,0.0009 



MEDIAN 

0.012 

0.006 



MIN, MAX 

0.000,0.049 

0.000, 0,031 



5%. 95% 

0.000, 0.049 

0.006. 0.025 



# of BLQ/ALQ Values 

12/0 

45/0 


Hanogate 





C'orfnine (nmol/mg Creatinine) 

N 

17 

48 

0.1767 


MEAN, GEO MEAN 

0.017, NA 

0.010, NA 



SD, SE 

0 0198, 0.0048 

0.0070,0 0011 



MEDIAN 

0.011 

0.006 



MIN, MAX 

0.000.0.079 

0.000, 0.051 



5%, 95% 

0.000, 0.079 

0.006,0.023 



# of BLQ/ALQ Values 

7/0 

43/0 


Harrogate 





T rans-3-hydrmrycntinlne (nmnl/mg Creatinine) 

N 

17 

48 

0.0031 


MEAN, GEO MEAN 

0.043, 0.024 

0.014, 0.010 



SD, SE 

0.0538,0.0130 

0.0153,0.0022 



MEDIAN 

ft.026 

0.010 



MIN, MAX 

0.005, 0.213 

0.005, 0.094 



5%. 95% 

0.005, 0.213 

0.005, 0.042 



# of BLQ/ALQ Values 

0/0 

30/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
* P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 6 of 7) 


Analytical Lab 

Timepomt Biomarker 

Statistic 

Exposed 

Not-exposed 

P-value' 

Week 3 Harrogate 





Trans-3-hydroxycotfnfnc-O-gfucuronide (nmol/mg Creatinine) 

N 

15 

46 

<0001 


MEAN, GEO MEAN 

0.013. NA 

0.002. NA 



SD, SE 

0.0147, 0.0038 

0.0063,0.0009 



MEDIAN 

0.009 

0.000 



MIN. MAX 

a.IXX), U.050 

Q.D00, 0.040 



5%, 95% 

0.000, 0.050 

0.000.0.008 



A of BLQ/ALQ Values 

0/0 

30/0 


Harrogate 





NicoHne-N-glucuronide ((imot/mg Creatinine) 

N 

17 

48 

0.0002 


MEAN, GEO MEAN 

0.004, NA 

0000, NA 



SD, SE 

0.0055, 0.0013 

0.0017,0.0002 



MEDIAN 

0.002 

0.000 



MIN, MAX 

0.000, 0.021 

0.000,0.008 



5%, 95% 

0.000.0.021 

0.000.0.003 



ft Of BLQ/ALQ Values 

12/0 

45/0 


Harrogate 





Cotinine-N-glucurontde (nmol/mg Creatinine) 

N 

17 

48 

<.0001 


MEAN, GEO MEAN 

0.017, NA 

0.003, NA 



SD, SE 

0.0199,0.0048 

0.0097,0.0014 



MEDIAN 

0.011 

0.000 



MIN, MAX 

0.000,0.067 

0.000,0.060 



5%, 95% 

0.000,0.067 

0.000,0.015 



ft of BLQ/ALQ Values 

7/0 

43/0 



NOTE: Source of exposure to environmental lobaccu smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
a P-valuc from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 7 of 7) 


Analytical Lab 

Timepoint Biomarkcr Statisirc 

Exposed 

Not-exposed 


Week 6 Harrogate 




4 Aminnhiphenyl-Hh adduct (pg/g hemoglobin) N 

23 

42 

0.5974 

MEAN, GEO MEAN 

9.45.8.35 

8.46, 7.75 

SD.SE 

5.727,1.194 

3.807, 0.587 


MEDIAN 

7.37 

7.52 


MIN, MAX 

4.31.27.85 

4.09, 20.54 


5%. 95% 

4.49,22.67 

4.36,15.32 


t) of BLQ/ALQ Values 

0/0 

0/0 


jnu i l: source or exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

“ P'value from Wilcoxcm rank-sum test. 
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Table 14 1 4.2-2 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Month Period Before Sample Collection at Enrollment 

(Page I of2) 


Analytical Lab 

Biotnarkcr 

Statistic 

Exposed 

Not-exposed 

P-value" 

I [arrogate 





4-Aminobipheiiyl-Hb adduct (pg/g hemoglobin) 

N 

28 

37 

0.0627 


MEAN, CEO MEAN 

7.89,7.25 

6.82.6.01 



SD.SE 

3.182,0.601 

4.050.0.666 



MEDIAN 

7.56 

6.22 



MrN, MAX 

2.95,13.87 

2.49, 23.25 



5%, 95% 

3.94,13.59 

2.90,17.37 



If of EtLQ/ALQ Values 

0/0 

0/0 


Hairogate 





Sum of Nicotine and Nicotine metabolites (nmol/rag Creatinine) 

N 

28 

37 

0.0021 


MEAN, GEO MEAN 

0.126,0.062 

0.033, NA 



SD.SE 

0.1656.0.0313 

0 0266, 0 0044 



MEDIAN 

0.047 

0.033 



MIN, MAX 

0.005,0.677 

0.000,0.173 



5%, 95% 

0.016,0.447 

0.017, 0051 



# of BLQ/ALO Values 

0/0 

0/0 


Harrogate 





Nicotine [nmol/mg Creatinine) 

N 

28 

37 

0.3843 


MEAN, GEO MEAN 

0.034. NA 

0.009, NA 



SD.SE 

0.0678.0.0128 

0.0044,0.0007 



MEDIAN 

0.009 

0.006 



MIN. MAX 

0.000,0.271 

0.000.0.018 



5%, 95% 

0.000,0.25.3 

0.000,0.018 



fiofBLQ/ALQ Values 

16/0 

35/0 


Hanctgaic 





Cotinine (nmol/mg Creatinine) 

N 

28 

37 

0.3676 


MEAN. GEO MEAN 

0.019. NA 

0.009, NA 



SD, SE 

0.0249.0.0047 

0.0051,0.0008 



MEDIAN 

0.009 

0.006 



MIN, MAX 

0.000,0.114 

0.000, U.OZS 



5%. 95% 

0.000.0.057 

0.000,0.017 



# of BLQ/ALQ Values 

15/0 

34/0 



NOTE: Source of exposure to environmental tobacco smoke is from at leas) one of the following: spouse at home, others al borne, work, vehicles, other places. 

Week I biomarker data used 
■' P-value from Wilcoxon rank-sum test. 
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PM3006437545 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-2 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokere Not Exposed to Environmental Tobacco Smoke Within 3-Month Period Before Sample Collection at Enrollment 

(Page 2 of 2) 


Analytical Lab 
Biomaiker 


Statistic 


Exposed 


Not-exposed 


P-value 3 


! 


I 


I larrog-atc 

Trans-i-hydroxycorinine (nmol/mg Creatinine) 

N 

n 

37 


MEAN. GEO MEAN 

0.045,0.023 

0.01 l.NA 


SD, SE 

0.0580,0.0110 

0.0075,0.0012 


MEDIAN 

0.019 

0.010 


MIN, MAX 

0.005,0.219 

0.000, 0.042 


5%, 95% 

0.005.0.187 

0.005. 0.026 


# of BLQ/ALQ Values 

m 

18/0 

Harrogate 

T ratis-3-hydroxy cod nine-O-glucuronide (nmol/mg Creatinine) 

N 

25 

28 

MEAN. GEO MEAN 

0.01 l.NA 

0.002, NA 


SD, SE 

0.0147,0.0029 

0.0036,0.0007 


MEDIAN 

0.006 

0.000 


MIN, MAX 

0.000, 0.053 

0.000, 0.015 


5%, 95% 

0.000, 0.051 

0.000. 0.012 


n of BLQ/ALQ Values 

4/0 

18/0 

Harrogate 

Nicotine-IN-glucuronidc (nmol/mg Creatinine) 

N 

26 

36 


MEAN. GEO MEAN 

0.004, NA 

0.001, NA 


SD, SE 

0.0063, 0.0012 

0.0028,0.0004 


MEDIAN 

0.000 

0.000 


MIN. MAX 

0.000.0.023 

0.000,0.016 


5%, 95% 

0.000, 0.021 

0.000,0.004 


# Of BLQ/ALQ Values 

16/0 

35/0 

Harrogate 

Cutinine-N glucuronirk (nmol/mg Creatinine) 

N 

28 

37 


MEAN. GEO MEAN 

0.016, NA 

0.002, NA 


SD, SE 

0.0223,0.0042 

0.0091,0.0015 


MEDIAN 

0.008 

0.000 


MIN, MAX 

0.000,0.075 

0.000, 0.055 


5%, 95% 

0.000, 0.066 

0.000, 0.007 


4 of BLQ/ALQ Values 

15/0 

34/0 


0.0004 


<.0001 


0.0021 


<0001 


NOTE: Source of exposure to environ menial tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

* P-value from Wilcoxon rank-sum test. 
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PM3006437546 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1 4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

{Page I of 42} 


Analytical Lab 

Timepoint _ Bio marker 


Source of Exposure 3 _ Statistic 


Exposed 


Nut-exposed 


P-valuc h 


4-AminohIphenyI-Hb adduct (pg/g hemoglobin) 

Spouse at home 

N 

i 

63 

0.1656 



MEAN, GEO MEAN 

9.17,9.15 

7.22,6.44 




SD.SE 

0.856, 0.605 

3.755,0.473 




MEDIAN 

9.17 

6.54 




MIN, MAX 

8.56,9.77 

2.49, 23.25 




5%, 95% 

8.56, 9.77 

3.12,13.59 




U of BLQ/AT Q Values 

0/0 

n/n 



Others at home 

N 

5 

60 

0.0518 



MEAN, GEO MEAN 

9.81,9.42 

7.07,6.32 




SD. SE 

3.126, 1.398 

3.701.0.478 




MEDIAN 

9.43 

G.52 




MIN, MAX 

6.76,13.87 

2.49,23.25 




5%, 95% 

6.76,13.87 

3.04. 13.49 




# of BLQ/ALQ Values 

0/0 

0/0 



At home combined 

N 

7 

58 

0.0141 



MEAN, GEO MEAN 

9.63,9.34 

7.00,6.24 




SD, SE 

2.595, 0.981 

3.743,0.491 




MEDIAN 

9.43 

6.37 




MIN. MAX 

6.76.13.87 

2.49,23.25 




5%, 95% 

6.76,13.87 

2.95, 13.59 




tt of BLQ/ALQ Values 

0/0 

o/o 



Work 

N 

4 

61 

0.8165 



MEAN, GEO MEAN 

8.04, 6.86 

7.23, 6.49 




sn. SF. 

4788.7 794 

3.676, 0 471 




MEDIAN 

7.82 

6.55 




MIN, MAX 

2.95,13.59 

2.49,23.25 




5%, 95% 

2.95,13-59 

3.21,13.38 




n of BLQ/alq Values 

0/0 

o/o 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following; spouse at borne, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places At home combined refers to at least one of the following' spouse at home, others at home 
b P-value from Wilcoxon rank-sum test. 
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Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 2 of 42) 


Analytical Lab 

Timepoint Biomarker 


Source of Exposure" 


Statistic 


Exposed 


Not-ex posed 


P-value 1, 


Week I Harrogate 

4-AmfnnbiphenyI-Hb adduct (pg/g hemoglobin) 


Harrogate 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 


Vehicles 


Other places 


Away from home 
combined 


Spouse at home 


N 

2 

63 

MEAN, GEO MEAN 

5.42.5.42 

7.34. 6.55 

SD, SE 

0.071,0.050 

3.757,0.473 

MEDIAN 

5.42 

6.76 

MIN, MAX 

5.37.5.47 

2.49, 23.25 

5%, 95% 

5.37. 5.47 

.3,12,13.59 

# of BLQ/ALQ Values 

0/0 

o/o 

N 

21 

44 

MEAN, GEO MEAN 

9.13, S 27 

6.39.5.81 

SD, SE 

4.624, 1.009 

2.843. 0.429 

MEDIAN 

7.59 

6.22 

MIN, MAX 

3.94.23.25 

2.49, 13.87 

5%, 95% 

4.65,17.37 

2.05, 11.63 

tt of BLQ/ALQ Values 

0/0 

0/0 

N 

25 

40 

MEAN, GEO MEAN 

8.64. 7.74 

6.43,5.85 

SD, SE 

4.512,0.902 

2.859, 0.452 

MEDIAN 

7.53 

6.38 

MIN, MAX 

2.95.23.25 

2.49.13.87 

5%, 95% 

3 94,17.37 

3.01.12.51 

4 of BLQ/ALQ Values 

0/0 

0/0 


N 

2 

63 

MEAN, GEn MEAN 

0 308,0 775 

0 065, NA 

SD, SE 

0.1966,0.1390 

0.1100,0.0139 

MEDIAN 

0.308 

0.033 

MIN, MAX 

0.169,0.447 

0.000, 0.677 

5%, 95% 

0.169,0 447 

0.017, 0.306 

# of BLQ/ALQ Values 

0/0 

0/0 


0.4141 


00109 


0.0411 


0.0331 


NOTE: Source of exposure to environmental tobacco smoke is from at (east one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.1.4.2*3 

Comparison Between Non-Smokers Exposed and Non-Smokera Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 3 of 42) 


Analytical lab 


Timepoim 

Biomarker 

Source of Exposure'' 

Statistic 

Exposed 

Not-ex posed 

P-value 1 ’ 

Wed. 1 

Harrogate 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Others at home 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.180,0.074 

0.2812.0.1257 

0.045 

0.017.0.677 

0.017,0.677 

0/0 

60 

0.004. NA 
0.0944,0.0122 

0.033 

0.000, (1.447 
0.017,0.323 

0/0 

0 2960 



At borne combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# nf RT Q/A1Q Values 

7 

0.216,0.107 

0.2511,0.0949 

0.127 

0.017,0.677 

0.017,0.677 

0/0 

' 58 

0.056, NA 

0.0799, 0,0105 

0.033 

0.000, 0.430 

0.016, 0.306 

0/0 

0,0361 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

#nf BLQ/ALQ Values 

4 

0.082,0,073 
0.0428,0.0214 

0.080 

0.033,0.136 

0.033,0.136 

0/0 

61 

0.072, NA 

0.1223, 0 0157 

0.033 

0.000, 0.677 

0.017. 0.340 

0/0 

0.0774 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.061,0,060 

0.0141,0.0100 

0.061 

0.051,0.071 

0.051,0.071 

0/0 

63 

0.073, NA 

0.1207, 0.0152 

0.033 

0.000,0.677 

0,017, 0.340 

0/0 

0.1446 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, othere at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following, work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14-1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 4 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Staiisiic 

Exposed 

Not-exposed 

P-vafue 1 * 

Week 1 

Harrogate 

Sum of Nicotine, and Nicotine metabolites (nmol/mg Creatinine) 

Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

V of BLQ/ALQ Values 

21 

0.097,0.048 

0.1618,0 0353 

0.043 

0.005, 0.677 

0.017,0.430 

0/0 

44 

0.061, N A 
0.0917,0.0138 

0.033 

0.000,0.447 
0.017.0.306 

0/0 

0.1091 



Away from home 
combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

25 

0.093 , 0.050 

0.1488, 0.0298 

0,043 

0 005,0 677 
0.017.0.430 

0/0 

40 

U.050, NA 
0.0954,0.0151 

0.033 

0 000, 0,447 

0.017, 0.323 

0/0 

0.0184 


Harrogate 

Nicotine (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

2 

0.043,0.041 

0.0170, 0.0120 

0.043 

0.031,0.055 

0 031,0.055 

0/0 

63 

0.019, NA 

0.0463.0.0058 

0.006 

0.000,0.271 

0.000, 0.074 

51/0 

0.0271 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.058. 0.017 

0.1092.0.0488 

0.012 

0.006,0.253 

0.006.0.253 

3/0 

60 

0.017. NA 

0.0366, 0.0047 

0.006 

0.000, 0.271 

0.000. 0.065 

48/0 

0 5195 


NOTE: Source of exposure to environmental tnhacco smoke is from at least one of the following: spouse at home. Others at home, work, vehicles. Other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 5 of 42) 


Analytical Lab 

Timcpoint _ Biomarker 


Source of Exposure* Statistic _ Exposed Not-exposed _ P-va1ue h 


Week 1 Harrogate 

Nfcotln* (nmol/mg Creatinine) 


At home combined 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

3%, 93% 

It of BLQ/ALQ Values 

7 

0.054.0.022 

0.0897, 0.0339 

0.012 

0.00ft, 0.253 

0.000,0.253 

3/0 

58 

0.016, NA 
0.0368.0.0048 

0.006 

0.000,0.271 

0.000,0.074 

48/0 

0.0724 

Work 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

S%, 95% 

# of BLQ/ALQ Values 

4 

0.011.0.009 

0.0057,0.0029 

0.009 

0.006,0.018 

0.006,0.018 

1/0 

61 

0.020, NA 
0.0473.0.0061 

0.006 

0.000,0.27) 

0.000, 0.074 

50/0 

0.8497 

Vehicles 

N 

MEAN. CEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BEQ/ALQ Values 

2 

0.012, 0.010 

0.0085, 0.0050 

0.012 

0.006.0 018 
0.006.0.018 

I/O 

63 

0.020, NA 

0.0466, 0.0039 

0.006 

0.000,0.27) 

0.000.0.074 

50/0 

0.7000 

Other places 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

frofBLQ/ALQValues 

21 

0.033, NA 

0.076-1.0.0)67 

0012 

0.000.0.271 

0.000, 0.253 

14/0 

44 

0.014, NA 
0.0171,0.0026 

0 006 

0.000.0.086 

0.006, 0.055 

37/0 

0.8281 


NOTE; Source of exposure to environmental tobacco smoke is from *it least one of the following, spouse at home, others at borne, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcox on rank-sum test 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 6 of 42) 


Analytical Lab 

Timepoint _ Biomartter _ Source of Exposure* _ Statistic _ Exposed _ Nol-exposed _ P-value b 

Week I Harrogate 


Nicotine (rtmol/mg Creatinine) Away from home 

N 

2S 

40 

0.7569 

combined 






MEAN. GEO MEAN 

0.029. NA 

0.014, NA 



SD.SE 

0.0702, 0.0140 

0.0179, 0.0028 



MEDIAN 

0.012 

0.006 



MIN, MAX 

0.000,0.271 

(1.000, 0.086 



5%, 95% 

0.000. 0.253 

0.003. 0.065 



# or BLQ/ALQ Values 

16/0 

35/0 


Harrogate 





C'otinine (nmol/mg Creatinine) Spouse at home 

N 

2 

63 

0.0308 


MEAN, GEO MEAN 

0,034,0.032 

0.013, NA 



SD.SE 

0.0156,0.0110 

0.0170,0.0021 



MEDIAN 

0.034 

0.006 



MIN. MAX 

0.023.0.045 

0.000,0.114 



5%, 95% 

0.023,0.045 

0.000, 0.051 



* of BLQ/ALQ Values 

0/0 

49/0 


Others at home 

N 

5 

60 

0.5387 


MEAN, GEO MEAN 

0.030,0.014 

0.012, NA 



SD.SE 

0.0472,0.0211 

0.0122,0.0016 



MEDIAN 

0.011 

0.006 



MIN. MAX 

0.006,0.114 

0.000, 0.057 



5%, 95% 

0.006,0.114 

0.000,0.048 



* of BLQ/ALQ Values 

3/0 

46/0 


At home combined 

N 

7 

58 

0,0813 


MEAN. GEO MEAN 

0.031,0.0 IS 

0.011,NA 



SD, SE 

0.0.392.0.0148 

(1.0115.0.0015 



MEDIAN 

0.011 

0.006 



MIN, MAX 

0.006,0.114 

0.000,0.057 



5%, 95% 

0.006, 0.114 

0.000.0.051 



a or BLQ/ALQ Values 

3/0 

46/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home 

. work, vehicles, other places. 




* Away from home combined refers to exposure from at feast one of the following: work, vehicles, other places. At hottte combined refers io at least one of the following: spouse at home, others at home. 



” P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Pane 7 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value b 

Weekl 

Harrogate 

Cotin In* (nntol/mg Creatinine) 

Went 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

ft ofBLQ/ALQ Values 

4 

0.010.0.009 

0.0052,0.0026 

0.009 

0.006,0.017 

0.006, 0.017 

I/O 

61 

0.013* NA 
0.0178.0.0023 

0.006 

0.000,0.114 

0.000,0.051 

48/0 

0.9076 



Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

2 

0.012,0.010 

0.0078,0.0055 

0.012 

0.006,0.017 

0.006,0.017 

1/0 

63 

0.013, NA 
0.0175,0.0022 

0 006 

0.000, 0.114 

0.000,0.051 

48/0 

0.7467 



Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# ofBLQ/ALQ Values 

21 

0.015, NA 

0.0253.0.0055 

0.006 

0.000, 0.114 

0.000.0.057 

13/0 

44 

0.012, NA 
0.0119.0.0018 

0.009 

0.000.0.057 

0.006. 0.045 

36/0 

0.7770 



Away from home 
combined 

N 

MEAN, GEO MEAN 

SD, ,SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

tf ofBLQ/ALQ Values 

25 

0.015, NA 

0 0737,0.0046 

0.011 

0.000, 0.114 

0.000, 0.057 

15/0 

4b 

0.012, NA 

00125.0 0070 

0.006 

0.000,0.057 

0.003,0.048 

34/0 

0.7635 


NOTE; Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

4 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, othere at home. 
b P-value from Wilcoxon rank-sum test, 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 8 of42) 


Analytical tab 

Timcpoint _ Biomarker 


Source of Exposure' 


Statistic 


Exposed 


Not-exposed 


P-value 


Week 1 Harrogate 


Trans-3-hydrcnycotinine (nrnol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

It ofBLQ/ALQ Values 

2 

0.149.0.131 

0.0997, 0.0705 

0.149 

0.078,0.219 

0.078.0.219 

0/0 

63 

0.022, NA 

0.0338,0.0043 

0.010 

0.000,0.187 

0.005, 0.083 

22/0 

0.0228 


Olhers at home 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

5 

0.048, 0.022 

0.0676, 0.0302 

0.016 

0.005, 0.166 
0.005,0,166 

1/0 

60 

0,024. NA 

0.0393, 0.0051 

0.010 

0.000.0.219 

0.005, 0.091 

21/0 

0 3772 


At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# OfBLQ/ALQ Values 

7 

0,077,0.037 
0.0844,0.0319 

0.042 

0.005, 0.219 

0.005. 0.219 

1/0 

58 

0.019, NA 

0.0293, 0.0038 

0.010 

0.000.0.187 

0 005. 0.083 

21/0 

0.0415 


Work 

N 

MEAN. GEO MEAN 

SD, SE 

MF.DTAN 

MIN. MAX 

5%, 95% 

n OfBLQ/ALQ Values 

4 

0.032. 0.027 

0.0218,0.0109 

0.029 

0.010,0.062 

0.010,0.062 

I/O 

61 

0.025, NA 

0.0429, 0.0055 

0.010 

0.000. 0.219 

0.005, 0.099 

21/0 

0.0828 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 9 of 42) 


Analytical Lab 

Timepoint Biomarker 


Source of Exposure* Statistic 


Exposed 


Not-exposed 


H-value h 


Harrogate 






TraH*-3-hydroxycotinfn« (mm>I/mg Creatinine) 

Vehicles 

N 

1 

63 

0.2201 



MEAN, GEO MEAN 

0.024, 0.022 

0.026, NA 




SD. SE 

0.0106.0.0075 

0.0425.0.0053 




MEDIAN 

0.024 

0.010 




MIN, MAX 

0.016. 0.031 

0 000,021') 




5%, 95% 

0.016, 0.031 

0.005,0.099 




H of BLQ/ALQ Values 

1/0 

21/0 



Other places 

N 

21 

44 

0.1276 



MEAN, GEO MEAN 

0.029,0.017 

0.024, NA 




SD, SE 

0.0398,0.0087 

0.0431,0.0065 




MEDIAN 

0016 

0010 




MIN, MAX 

0.005,0.1 G6 

0.000, 0.219 




5%, 95% 

0.005,0.099 

0.005,0,078 




U of BLQ/ALQ Values 

5/0 

17/0 



Away from home 

N 

25 

40 

0.0290 


combined 

MEAN, GEO MEAN 

0.029,0.018 

0.023. NA 




SD, SE 

0.0373, 0.0075 

0.0447,0.0071 




MEDIAN 

0.016 

0.010 




MIN, MAX 

0.005. 0.166 

0.000,0.219 




5%, 95% 

0.005,0.099 

0.005,0.133 




# of BLQ/ALQ Values 

7/0 

15/0 


Harrogate 






Trans-3-hydroxycotinlnc-O-glucuronldc (nmol/mg Creatinine) 

Spouse at home 

N 

2 

51 

0.0198 



MEAN, GEO MEAN 

0.039, 0.036 

0.005, NA 




SD, SE 

0.0198, 0.0140 

0.0090,0.0013 




MEDIAN 

0.039 

0.001 




MIN, MAX 

0.025, 0.053 

0.000,0.051 




5%, 95% 

0.025, 0.053 

0.000,0.018 




# of BLQ/ALQ Values 

0/0 

22/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

■ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from WiJcoxon rank-sum test. 
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Table 14.1 4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3- Day Period Before Sample Collection 

(Ease 10 of 421 


Analytical Lab 

Timepoiot Biomarker 


Source of Exposure* 


Exposed 


Not-exposed 


P-value* 


Week 1 Harrogate 

T rans-3-hydroxycotimnc-O-gl ucuronide (nmol/mg Creatinine) 

Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

ff of BLQ/ALQ Values 

5 

0.013. NA 
0.0213,0.0095 

0.005 

0.000,0.051 

0.000,0.051 

1/0 

48 

O.OOS. NA 

0.0099. 0.0014 

0001 

0.000. 0.053 

0.000, 0.025 

21/0 

0.2798 


At home combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

U of BLQ/ALQ Values 

7 

0.021,NA 

0.0230,0.0087 

0.008 

0.000,0.053 

0 000,0.053 

1/0 

46 

0.004, NA 

0.0064, 0.0009 

0.001 

0.000, D.034 

0.000,0.015 

21/0 

0.0239 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

ff of BLQ/ALQ Values 

4 

0.007, NA 

0.(1050,0.0025 

0.009 

0.000,0.011 

0.000,0 011 

1/0 

49 

0.006, NA 
0.0118,0,0017 

0.001 

0.000,0,053 

0.000, 0034 

21/0 

0.2825 


Vehicles 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

2 

0,006, NA 

0.0078, 0.0055 

0.006 

0.000.0.011 

0.000.0.011 

1/0 

51 

0.006, NA 

0.0115. O.OOL6 

0.002 

0.000. 0.053 

0.000,0.034 

21/0 

0.9617 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home. work, vehicles, other places. 

" Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3 Day Period Before Sample Collection 

(Page 11 of 42) 


Analytical Lab 

Timepotnt Biomarker Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value b 

Week 1 Harrogate 





Trans-3-hydroxycntlnine-O-glucuronfde {nmol/mg Creatinine) Other places 

N 

19 

34 

0.1577 


MEAN, GFjO MFAN 

OOOR.NA 

0 005, NA 



sd.se 

0.9132.0.0030 

0.0102,0.0018 



MEDIAN 

0.003 

0.001 



MIN, MAX 

0.000,0.051 

D.QOO. 0.053 



5%, 95% 

0 000.0.051 

0,000,0.025 



tt of DLQ/ALQ Values 

5/0 

17/0 


Away from home 

N 

23 

30 

0.1630 

combined 






MEAN, GEO MEAN 

0.008, NA 

0.005, NA 



SD,5E 

0.0122, 0 0025 

0.0107, 0.0020 



MEDIAN 

0.003 

0.001 



MIN, MAX 

0.000.0.05 L 

0.000.0.053 



5% 95% 

0.000,0.034 

0.000, 0.025 



# of BLQ/ALQ Values 

7/0 

15/0 


Harrogate 





NIcottne-IN-glucuronfde (nmol/mg Creatinine) Spouse at home 

N 

2 

60 

0,3249 


MEAN, GEO MEAN 

0.006, NA 

0.002, NA 



SD.SE 

0.0085,0.0060 

0.0047, 0.0006 



MEDIAN 

0.006 

0.000 



MIN. MAX 

0.000, 0.012 

0.000, 0.023 



5%. 95% 

0 . 000 , 0.012 

0.000,0.013 



H of BLQ/ALQ Values 

0/0 

51/0 


Others at home 

N 

5 

57 

0.0040 


MEAN. GEO MEAN 

0.007, NA 

0.002, NA 



SD.SE 

0.0084. 0.0037 

0.0042, 0.0006 



MEDIAN 

0.004 

0.000 



MIN, MAX 

0.000,0.021 

0.000,0.023 



5%, 95% 

0.000,0.021 

0.000,0.012 



t of BLQ/ALQ Values 

3/0 

48/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home* others at home, work, vehicles, other places. 




a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 



h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smoker? Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 12 of 42) 


Time point 

Analytical Lab 

Bioniarker 

Source of Exposure J 

Statistic 

Exposed 

Not-exposcd 


Week F 

Harrogate 

Nicotine-N-gJucuronide (nmol/mg Creatinine) 

At home combined 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MrN. MAX 

3%, 93% 

# of BLQ/ALQ Values 

7 

0 007. NA 
0.0077,0.0029 

0.004 

0.000.0.021 

0.000,0.021 

3/0 

55 

0.001, NA 

0.0040,0.0005 

0.000 

0.000,0.023 

0.000, 0.009 

4m 

0.0024 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

4 

0 005. NA 
0.0037.0.0018 

0.005 

0.000,0.009 

0.000.0.009 

1/0 

58 

0.002, NA 

0.0048. 0.0006 

0.000 

0.000. 0.023 

0.000, 0.016 

50/0 

0.0162 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 93% 

# of BLQ/ALQ Values 

2 

0.002, NA 

0.0028,0.0020 

0.002 

0.000,0.004 

0.000,0 D04 

1/0 

60 

0.002, NA 

0.0048, 0.0006 

0.000 

0.000. 0,023 

0.000, 0.014 

50/0 

0.4843 



Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

3%, 95% 

# of BLQ/ALQ Values 

20 

0.002, NA 
0.0051,0.0011 

0.000 

0.000,0.021 

0.000,0.015 

14/0 

42 

U.002, NA 

0.0047,0.0007 

0.000 

0.000, 0.023 

0.000, 0.012 

37/0 

0.3227 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, ulhere at home, work, vehicles, other places. 

Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home comhined refers to at least one of the following, spouse at home, uthejs at home 
P-value from Wilcoxon tank-sum test. 
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Table 14 1 4 2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 13 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value r 

Week 1 

Harrogate 

Nicotine-N-glupuronide (nmol/mg Creatinine) 

Away from home 
combined 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

if of BLQ/'ALQ Values 

24 

0.002, NA 

0.0048,0.0010 

0.000 

0.000,0021 

0.000,0.009 

16/0 

38 

0.002, N A 

0.0048,0.0008 

0.000 

0.000,0.023 

0.000,0.016 

35/0 

0.1280 


Harrogate 

Cotinfne-N-glucuroiude {nmol/mg Creatinine) 

Spouse al home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

2 

0.038, 0.026 

0.0396, 0.0280 

0.038 

0 010,0.066 

0.010. 0.066 

0/0 

63 

0.007, NA 
0.0161.0.0020 

0.000 

0.000, 0 075 

0.000, 0.049 

49/0 

0.0334 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MFDTAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.027, NA 

0.0336, 0.0150 

0.009 

0.000, 0.075 

0.000, 0.075 

3/0 

60 

0.007, NA 
0,0149,0.0019 

0.000 

0.000. 0.066 

0.000, 0.046 

46/0 

0.0681 



At home combined 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

7 

0.030, NA 

0.0323. 0.0122 

0.010 

0.000, 0.075 

0.000, 0.075 

3/0 

58 

0.006, NA 

0.0129. 0.0017 

0.000 

0.000,0.064 

0.000, 0.036 

46/0 

0.0057 


NOTE: Source of exposure (o environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

' Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combi neii re fern to at least one of the following: spouse at home, others at home. 
h P'Value from Wilccxon rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokeis Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 14 of 42) 


Timepoint 

Analytical Lab 

Biomaiker 

Source of Exposure' 1 

Statistic 

Exposed 

Noi-exposed 

F-value h 

Week 1 

Harrogate 

Cotinlnc-N-glucuronidc (nmol/mg Creatinine) 

Work 

N 

MEAN, C1EO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of DLQ/ALQ Values 

4 

0.017, NA 
0.0156,0.0078 

0.017 

0.000,0.036 

0 000,0.03d 

1/0 

61 

0.008. NA 

0.0175,0.0022 

0.000 

0,000,0.07 S 

0.000,0.055 

48/0 

0.0876 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/AI.Q Values 

2 

0.005. NA 
0.0071,0.0050 

0.005 

0.000,0.010 

0.000,0.010 

1/0 

63 

9.008, NA 
0.0177,0.0022 

0.000 

0.000, 0.075 

0.000,0.055 

48/0 

0.8186 



Other places 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

If of BLQ/ALQ Values 

21 

0.012, NA 

0.0194,0.0M2 

0.004 

0.000,0.07S 
noon. 0.049 

13/0 

44 

0.007, NA 

0.0165,0.0025 

0.000 

0.000, 0.066 

0.000. 0.055 

36/0 

0.0245 



Away from home 
combined 

N 

MEAN. CEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ff of BLQ/ALQ values 

25 

<3.012, NA 
0.0187,0.0037 

0.004 

0.000,0.075 

0.000,0-049 

15/0 

40 

0.006, NA 

0.0165,0.0026 

0.000 

0.000, 0.066 

0.000, 0.060 

34/0 

0.0152 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

4 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcox on rank-sum test. 
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Tabic 141.4 20 

Comparison Between Non-Smokers Fxposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 15 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value r 

Week 2 

Ilairogaie 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5Vo, 95% 

# of DLQ/ALQ Values 

2 

0 176. 0.173 
0.0403,0.0285 

0.176 

0.147,0.204 
0.147,0.204 

0/0 

63 

0.110. NA 

0.3723.0.0469 

0.033 

0.000.2.938 
0.016,0.209 

0/0 

0.0536 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

SofBEQ/ALQ Values 

4 

0.105,0.069 

0.0995,0.0498 

0.079 

0.017,0.243 

0.017,0.243 

0/0 

61 

0.113, NA 

0.3780,0.0484 

0.033 

0.000,2.938 

0.016. 0.204 

0/0 

0 3297 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

0.128, 0.094 

0.0872, 0.0356 

0.127 

0.017,0.243 

0 017.0.243 

0/0 

59 

0,111, NA 

0.3843, 0.0500 

0.033 

0.000.2.938 

0.016.0.209 

0/0 

0.0486 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

It of BLQ/ALQ Values 

1 

0.209,0.209 

na,na 

0.209 

0.209. 0.209 
NA.NA 

0/0 

64 

0.111.NA 

0.3693, 0.0462 

0.033 

0.000, 2.938 

0.016, 0.204 

0/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of ihe following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 16 of 42) 


TimetK>int 

Analytical Lab 

Biomarker 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value h 

Week 2 

Harrogate 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Vehicles 

N 

MF.AN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.094.0.076 

0.0723, 0.0417 

0.076 

0.033, 0.174 
0.033,0.174 

0/0 

62 

0.113.NA 

0.3753, 0.0477 

0.033 

0.000, 2.938 
0.016,0.209 

WO 

02510 



Ocher places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

20 

0.245, 0.084 

0.6463, 0.1445 

0.075 

0.016. 2.938 

0.022,1.772 

0/0 

45 

0.053, NA 

0.0594, 0.0089 

0.033 

0.000,0.243 
0.016,0,204 

0/0 

0.0021 



Away from home 
combined 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

23 

0,231,0.087 

0.6024, 0.1256 

0.076 

0 016, 2.938 

0.027, 0.606 

0/0 

42 

0.047, NA 

0.0529,0.0082 

0.030 

0.000. 0.24.3 
0.016,0.186 

0/0 

0.0002 


Harrogate 

Nicotine (nmul/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ff of BLQ/ALQ Values 

2 

0.015,0.015 

0.0042. 0.0030 

0.01 J 

0.012,0.018 
0.012,0.018 

1/0 

63 

0.040, NA 
0.2234,0.0281 

0.006 

0.000, 1.782 

0.000, 0.025 

53/0 

0.2104 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places, 

B Away from home combined refers to exposure from fit least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokerc Exposed and Non-Smokers Nor Exposed ro Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

{Page 17 of 421 


Analytical Lab 

Timep oint _ Biomarker 


Source of Exposure 3 


Statistic 


Exposed 


Not-cxposed 


P-value 


L lOJ I 

Nicotine (nmol/mg Creatinine) 

Others at home 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

K or BLQ/ALQ Values 

4 

0.014.0.012 

0.0057, 0.0029 

0.015 

0.006,0,018 

0.006,0.018 

3/0 

61 

0.041. NA 

0.2270. 0 0291 

0.006 

0,000, 1.782 
0,000,0.025 

51/0 

0.2515 


At home combined 

N 

MF.AN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%. 95% 

It of BLQ/ALQ Values 

6 

0.014,0.013 

0.0049,0.0020 

0.015 

0.006,0.018 

0.006,0.018 

4/0 

59 

0.041. NA 

0.2309,0 0301 

0.006 

0.000, 1.782 

0.000, 0 049 

50/0 

0.0870 


Work 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%. 95% 

/# of BLQ/ALQ Values 

1 

0.012,0.012 

NA.NA 

0.012 

0.012, 0.012 

NA, NA 

0/0 

64 

0.039, NA 
0.2216,0.0277 

0.006 

0.000, 1.782 

0.000,0.025 

54/0 

NA 


Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.026, 0.022 
0.0199,0.0115 

0.018 

0.012,0.049 

0.012.0.049 

1/0 

62 

0.039, NA 

0.2252,0.0280 

0.006 

0.000, 1.782 

0.000,0.025 

53/0 

0.0425 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home. work, vehicles, other places, 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-? 

Comparison Between Non-Smokere Exposed and Non-Smokere Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 18 of 42} 


Analytical Lab 

Timcpomt _ Biomarkcr 


Source of Exposure* _ Statistic _ Exposed _ Not-ex posed _ P-value* 


Week 2 Harrogate 






Nicotine (nmol/mg Creatinine) 

Other places 

N 

20 

45 

0.1713 



MEAN. CEO MEAN 

0.104. NA 

0 010. NA 




SD, SE 

0.3954,0.0884 

0.0063, 0.0009 




MEDIAN 

0.012 

0.006 




MIN, MAX 

0.000, 1.782 

0.000, 0.025 




5%. 95% 

0.003,0.934 

0.000, 0.025 




n of BLQ/ALQ Values 

13/0 

41/0 



Away from home 

N 

23 

42 

0.0550 


combined 

MEAN, GEO MEAN 

0.092, NA 

0.010,NA 




SD.SE 

0.3687, 0.0769 

0.0064,0.0010 




MEDIAN 

0.012 

0.006 




MIN, MAX 

0.000, 1.782 

0.000,0.025 




5%, 95% 

0.006, 0 086 

0.000,0.025 




n of BLO/ALO Values 

14/0 

40/0 


Harrogate 






Cotinine (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0247 



MEAN, GEO MEAN 

0.034, 0.033 

0.016, NA 




SD, SE 

0.008S, 0.0060 

0.0402, 0.0051 




MEDIAN 

0034 

0 011 




MIN. MAX 

0.028, 0.040 

0.000, 0.323 




5%, 95% 

0.028, 0.040 

0.000, 0.028 




# of BLQ/ALQ Values 

0/0 

47/0 



Others at home 

N 

4 

61 

0.2778 



MEAN, GEO MEAN 

0.019,0.015 

0.017, NA 




SD. SE 

0.0150, 0.0075 

0.0408,0.0052 




MEDIAN 

0.014 

0.011 




MIN, MAX 

0.006,0.040 

0.000.0.323 




5%, 95% 

0.006.0.040 

0.000, 0.028 




tt of BLQ/ALQ Values 

2/0 

45/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3 -Day Period Rcfore Sample Collection 

(Page 19 of42) 


Timcpoint 

Analytical Lab 

Biomarker 

Source of Exposure' 

Statistic 

Exposed 


P-va.luc'' 

Week 3 

Harrogate 

Cotlnlne (nmol/mg Creatinine) 

At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

ft of DLQ/Ar.Q Values 

6 

0.024. 0.019 

0.0146, 0.0060 

0.023 

0.006,0.040 

0,006, 0.0441 

2/0 

59 

0.016, NA 
0.0414.0.0054 

0.006 

0.000, 0.323 

0.000,0.028 

45/0 

00243 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

I 

0.011,0.01! 

NA.NA 

0.011 

0.011,0.011 

NA, NA 

0/0 

64 

0.017, NA 

0.0400, 0.0050 

0.011 

0.000, 0.323 

0.000, 0.040 

47/0 

NA 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

n of BLQ/ALQ Values 

3 

0.017, 0.016 

D.0060,0.0035 

0.017 

0.011,0.023 

0.011,0.023 

1/0 

62 

0.017, NA 

0.0406, 0.0052 

0.009 

0.000. 0.323 

0.000, 0.040 

46/0 

0.(283 



Other places 

N 

MEAN, GEO MEAN 

SD, SC 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

20 

0.029, NA 
0.0697,0.0136 

0.011 

0.000,0.123 

0.003,0.182 

9/0 

45 

0.OI1.NA 

0.0093,0.0014 

0.006 

0 000, 0.040 

0.000, 0,028 

38/0 

0.0388 


NOTE: Source of exposure to environmental tobacco smoke is frontal least one of the following: spouse at home, others at home, work, vehicles, other places. 

“ Awa y fram home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
P-value from Wilcoxon rank-sum test. 
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CovanceCRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 20 of42) 


Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure* _ Statistic _ Exposed _ Not-exposed _P-valuc'’ 


Week 2 Harrogate 


Cotinine (nmol/mg Creatinine) 

Away from Horne 

N 

23 

42 

0.0123 


combined 

MEAN, GEO MEAN 

0.027, NA 

0.011.NA 




SD.SE 

0.0650,0.0136 

0.0095,0.0015 




MEDIAN 

0.011 

0.0D6 




M[N. MAX 

0.000, 0,323 

0.000, 0.040 




5%. 95% 

0,006, 0.040 

0.000, 0.028 




# of BI .Q/A1 .Q Values 

10/0 

37/0 


Harrogate 






Trans-3-hydroxycotlnlne (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0398 



MEAN, GEO MEAN 

0,089,0.088 

0.031, NA 




SD, SE 

0.0148, 0.0105 

0.0642,0.0081 




MEDIAN 

0.08? 

0.010 




MIN, MAX 

0.078, 0.099 

0.000, 0.4JI 




5%, 95% 

0,078, 0.099 

0.005. 0.099 




# of BLQ/ALQ Values 

0/0 

17/0 



Others at home 

N 

4 

6! 

0.4685 



MEAN, GEO MEAN 

0.037, 0.021 

0.032, NA 




SD.SE 

0.0425, 0.0213 

0.0654, 0.0084 




MEDIAN 

0.021 

0.010 




MIN. MAX 

0.005, 0.099 

0.000,0.411 




5%, 95% 

0.005, 0.099 

0.005,0,099 




fi of BLQ/ALQ Values 

1/0 

16/0 



A( home combined 

N 

6 

59 

0.0658 



MEAN, GEO MEAN 

0 054, 0 034 

0.030, NA 




SD, SE 

0.0430,0.0176 

0.0657.0.0086 




MEDIAN 

0.052 

0.010 




MIN, MAX 

0.005, 0.099 

0.000,0.411 




5%. 95% 

0.005, 0.099 

0.UO5, 0.109 




* of BI .Q/A LQ Values 

1/0 

16/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

‘ Away from home combined refers to exposure from at least one ofthe following: work, vehicles, other places. At home combined refers to at least one of the following; spouse at home, others at home 
P-value from Wilcoxon rank-sum test. 
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Covance CRU Study No. 12226-8450 


Tabic 14.1 4 2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Etiv iron mental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 21 of 421 


Analytical Lab 

Timcpoim Btomarker 


Source of Exposure* 


Statistic 


Exposed 


Not-expos ed 


P-value* 


Week 2 Harrogate 






Trans-3-hydroxycotiniite (nmol/mg Creatinine) 

Work 

N 

i 

64 

NA 



MEAN, GEO MEAN 

0.109, 0.109 

0.031, NA 




SD, SE 

NA, NA 

0.0638,0.0080 




MEDIAN 

0.109 

0.010 




MIN, MAX 

0 109,0.109 

0.000,0.411 




5%, 95% 

NA, NA 

0.005,0.099 




of DLQ/ALQ Values 

0/0 

17/0 



Vehicles 

N 

3 

62 

0.7374 



MEAN, GEO MEAN 

0 024. 0.017 

0.033. NA 




SD, SE 

0.0242, 0.0140 

0.0654,0.0083 




MEDIAN 

0.010 

0.010 




MIN, MAX 

0.010, 0.052 

0.000, 0.411 




5%, 95% 

0.010,0.052 

0.005. 0.099 




#of BI.Q/AIQ Values 

1/0 

16/0 



Other places 

N 

20 

45 

0.0056 



MEAN, GEO MEAN 

0.061,0.027 

0.020, N A 




SD. SE 

0.1050,0.0235 

0.0256,0.0038 




MEDIAN 

0.021 

0.010 




MIN, MAX 

0.005, 0.411 

0.000.0.109 




5%, 95% 

0.008, 0.354 

0.005.0.099 




U of BLQ/ALQ Values 

4/0 

13/0 



Away from home 

N 

23 

42 

0.0009 


combined 

MEAN, GEO MEAN 

0.061,0.028 

0.017. NA 




SD, SE 

0.0988, 0.0206 

0.0217,0.0034 




MEDIAN 

0.021 

0.010 




MIN, MAX 

0.005, 0.411 

0.000,0.099 




5%, 95% 

0.010,0.297 

0.005, 0.062 




ft of BLQ/ALQ Values 

5/0 

12/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokere Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 22 of 42) 


Analytical Lab 


Timepoint Biomarker Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value* 1 

Week 2 Harrogate 





Tran*-1-hydroxycotinine-0-glucuronide (nmol/mgCreatinine) Spouse at home 

N 

i 

58 

NA 


MEAN. GEO MEAN 

0.035.0.035 

0.009. NA 



SD, SE 

NA,NA 

0.0187,0.0024 



MEDIAN 

0.035 

0001 



MIN. MAX 

0.035,0.035 

0.000,0.105 



5%, 95% 

NA, NA 

0.000.0.053 



ft of BLQ/ALQ Values 

0/0 

17/0 


Others at home 

N 

4 

55 

0.4888 


MEAN, GEO MEAN 

0.013, NA 

0.009, NA 



SD, SE 

0.0191,0,0096 

0.0189,0.0026 



MEDIAN 

0.005 

0.001 



MIN, MAX 

0,000, 0.041 

0.000.0.105 



5%, 95% 

0.000, 0.041 

0.000,0.053 



# of BLQ/ALQ Values 

1/0 

16/0 


At home combined 

N 

5 

54 

0.1872 


MEAN, GEO MEAN 

0.017, NA 

0.008, NA 



SD, SB 

0.0193, 0.0086 

0.0188, 0.0026 



MEDIAN 

0.008 

0.001 



MIN, MAX 

0.000.0.041 

0.000,0.105 



5%. 95% 

0.000,0.041 

0.000, 0.053 



It of BLQ/ALQ Values 

1/0 

16/0 


Work 

N 

1 

58 

NA 


MEAN, GEO MEAN 

0.029, 0.029 

0.009, NA 



SD, SE 

NA, NA 

0.0186,0.0025 



MEDIAN 

0020 

0 001 



MIN. MAX 

0.029, 0.029 

G.000,0.105 



5%. 95% 

NA, NA 

0.000,0.053 



n of BLQ/ALQ Values 

0/0 

17/0 


NOTE: Source ufcxposurc to environmental tobacco smoke is from at least one of the following: spouse at home, others at home 

. work, vehicles, other places. 




1 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-vahie from Wilcox on rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 


(Page 23 of 42) 

Timepoint 

Analytical Lafc 

Biomarkcr 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value* 

-- 

Week 2 

Harrogate 







Tran*-3-hydroxyeofInine-0-glticuronIde (nmol/mg Creatinine) 

Vehicles 

N 

3 

56 

0.9719 




MEAN. GEO MEAN 

0.018. NA 

0.009. NA 





SD, SE 

0.030.3,0.0175 

0.0183,0.0024 





MEDIAN 

0 001 

0001 





MIN, MAX 

0.1XKJ, 0.053 

0.000,0,105 





5%, 95% 

0.000,0.053 

0.000,0.041 





/f of BLQ/ALQ Values 

1/0 

16/0 




Other places 

N 

18 

41 

0.1658 




MEAN, GEO MEAN 

0.015, NA 

0.007, NA 





SD, SE 

0.0283,0.0067 

0.0123.0.0019 





MEDIAN 

O.OCW 

0.001 





MIN, MAX 

0.000,0.105 

0.000, 0.053 





5%, 95% 

O.OOO.O.IOS 

0.000, 0.035 





e of BLQ/ALQ Values 

4/0 

13/0 




Away from home 

N 

21 

38 

0.0387 



combined 








MEAN, GEO MEAN 

0.017. NA 

0.005, NA 





SD, SE 

0.0278, 0.0061 

0.0093,0.0015 





MEDIAN 

0.004 

0.001 





MIN. MAX 

0.000,0.105 

0.000.0.041 





5%, 95% 

0.000, 0.072 

0.000.0.035 





# of BLQ/ALQ Values 

5/0 

12/0 



Harrogate 







Nieotinc-N-glucurontde (nmol/mg Creatinine) 

Spouse at home 

N 

2 

61 

0.0109 




MEAN, GF.O MEAN 

n.oo4,nnn3 

0 006, NA 





SD, SE 

0.0007,0.0005 

0.0346, 0.0044 





MEDIAN 

0.004 

0.000 





MIN, MAX 

0.003.0.004 

0.000, 0.270 





5%, 95% 

0,003,0.004 

0.000, 0.011 





# of BLQ/ALQ Values 

1/0 

53/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, wort:, vehicles, other places. 

8 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
" P-value from Wilcoxon rank-sum test. 
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Tabic 14.1 4 2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 24 of 42) 


Timeooini 

Analytical Lab 

Biomarker 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value* 

Week 2 

Harrogate 

Nicorine-N-glucnronidc (nmol/mg Creatinine) 

Others at home 

N 

MEAN, GF.0 MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of ni-O/ALQ Values 

A 

(1.005, NA 

0.0076,0.0038 

0.002 

0.000, 0.016 

0.000, 0.016 

3/0 

59 

0 006, NA 

C.0351,0.0046 

0.000 

0.000.0.270 
0.000,0.011 

51/0 

0.1180 



At home combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

0.004, NA 

0.0060,0.0024 

0.003 

0.000. 0.016 

0.000, 0.016 

4/0 

57 

0.006. NA 
0.0358,0.0047 

0.000 

0.000.0.270 

0.000,0.011 

50/0 

0.0046 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

0.005, 0.005 

NA, NA 

0.005 

0.005,0.005 

NA, NA 

0/0 

62 

0.006. NA 

0.0343, U.IKJ44 

0.000 

0.000, 0.270 

0 000, 0 011 

54/0 

NA 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.002, NA 

0.0028, 0.0020 

0.002 

0.000. 0.004 

0.000.0.004 

1/0 

61 

0.006, NA 

0.0346, 0.0044 

0,000 

0.000. 0.270 

0.000,0.011 

53/0 

0.3307 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following; spouse at home, others at home. 
P-value from Wilcoxon rank-sum test. 
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Table H. 1.4.2-3 

Comparison Between Non-Smokers Exposed end Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Be foie Sample Colletliuu 

(Page 25 of42) 


Analytical Lab 

Timepoint Biomarkcr Source of Exposure 3 

Statistic 

Exposed 

Net-exposed 

P-value" 

Week 2 Harrogate 





Nicntlne-N-glucuronide (nmol/mg Creatinine) Other places 

N 

18 

45 

0.0562 


MEAN, CEO MEAN 

0.0] 7, NA 

0.001. NA 



SD. SE 

0.0633, 0.0149 

0.0028,0.0004 



MEDIAN 

0.000 

0.000 



MIN, MAX 

0.000, 0.270 

0.000,0.016 



5%, 95% 

0.000, 0.270 

0.000.0.005 



ti ufBLQ/ALQ Values 

13/0 

41/0 


Away from home 

N 

21 

42 

0.0063 

combined 






MEAN. GEO MEAN 

0.015, NA 

0.001, N A 



SD, SE 

0.0585,0.0128 

0.0028, 0.0004 



MEDIAN 

0.000 

0.000 



MIN, MAX 

0.000. 0.270 

0.000, 0.016 



5%, 95% 

0.000,0.017 

0.000,0.003 



If ofBLQ/A LQ Values 

14/0 

40/0 


Harrogate 





Cotinine-N-gJucuronide (nmol/mg Creatinine) Spouse at home 

N 

2 

63 

0.1750 


MEAN, GEO MEAN 

0.034, 0.013 

0.011, NA 



SD,SE 

0.0049, 0.0035 

0.0273, 0.0034 



MEDIAN 

0.014 

0.000 



MIN. MAX 

0.010, 0.017 

0.000, 0.195 



5%. 95% 

0.010,0.017 

0.000. 0.043 



ft of BLQ/ALQ Values 

0/0 

47/0 


Others at ho ok 

N 

4 

61 

0.2109 


MEAN, GEO MEAN 

0.021, NA 

0.010, NA 



SD, SE 

0.0241,0,0120 

0.0271,0.0035 



MEDIAN 

0.020 

0.000 



MIN. MAX 

0.000,0.045 

0.000,0.195 



5%, 95% 

0.000,0.045 

0.000,0.038 



» of BLQ/ALQ Values 

2/0 

45/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home* others at home, work, vehicles, other places. 



’ Away from home combined refers ro exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home 



" P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 26 of 42) 


Analytical Lab 


Timcpoint Biomarker Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value 11 

Week 2 Harrogate 





Cotinine-N-glucuronide (nmol/mg Creatinine) At home combined 

N 

6 

59 

0.0629 


MEAN. GEO MEAN 

0.019. N A 

0.010, NA 



SD, SE 

0,0192,0.0078 

0.0275,0.0036 



MEDIAN 

0.014 

0.000 



MIN, MAX 

0.000,0045 

O.OOO.O.I95 



5%, 95% 

0.000,0.045 

0.000, 0.043 



H of BLQ/ALQ Values 

2/0 

45/0 


Work 

N 

I 

54 

NA 


MEAN, GEO MEAN 

0.043,0.043 

0.010, NA 



SD, SE 

NA, NA 

0.0268,0.0033 



MEDIAN 

0 043 

0.001 



MIN, MAX 

0.043, 0.043 

0.000, 0.195 



5%, 95% 

NA, NA 

0.000,0.039 



ft of BLQ/ALQ Values 

0/0 

47/0 


Vehicles 

N 

3 

62 

0.6528 


MEAN, GEO MEAN 

0.008, NA 

0.011, NA 



SD, SE 

0.0100,0.0058 

0.0274, 0.0033 



MEDIAN 

0.004 

0.001 



MIN, MAX 

0.000, 0.019 

0.000, 0.195 



5%. 95% 

0.000. 0.019 

0.000. 0.043 



# of BLQ/ALQ Values 

1/0 

46/0 


Other places 

N 

20 

45 

0.0010 


MEAN, GEO MEAN 

0.022, NA 

0.006, NA 



SD, SE 

0.0425, 0.0095 

0.0140, 0.0021 



MEDIAN 

0.011 

0.000 



MIN, MAX 

0 000,0.195 

0.000, 0.058 



5%, 95% 

0.000,0.117 

0.000, 0.043 



# of BLQ/ALQ Values 

9/0 

38/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others al 

home, work, vehicles, other places. 




Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home, 



** P-value from Wilcox on rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokeis Exposed and Non-Smokers Not Exposed lo Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Colleclion 

(Page 27 of 42) 


Time point 

Analytical Lab 

Biomarkcr 

Source of Exposure’ 

Statistic 

Exposed 



Week 2 

Harrogate 

Coiinin<!-N-gfucuroitfde (nmnl/mg Creatinine) 

Away from home 

N 

23 

42 

0.0003 



combined 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5%, 95% 

it nfBrQ/AT.0 Values 

0.021, NA 

0.0400, 0.0083 

0.013 

<1.000,0.195 

0.000, 0.043 

tcuo 

0.005, NA 
0.0131,0.0020 

0.000 

0.000, 0.058 

0.000, 0.039 

37/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

" Away from home combined refers to exposure from at least one of the following: waits, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others al home 
P-value from Wilcoxon rank-sum test. 


Final Draft; 25 March 2003 


Page 334 of 15200 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437573 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.L4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Nor Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 28 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure 1 

Statistic 

Exposed 

Not-exposed 

Week 3 

Harrogate 

Sum of Nicotine and Nicotine metabolites {nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of DLQ/ALQ Values 

2 

0.322, 0.286 

0.2093,0 1480 

0.322 

0.174,0.470 

0.174,0.470 

0/0 

63 

0.049, 0.036 
0.0500,0.0063 
0.033 

0.011,0.283 

0.017, 0.109 
0/0 



Others at home 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%,95% 

# of BLQ/ALQ Values 

1 

0.094,0.094 

NA, NA 

0.094 

0.094,0.094 

NA, NA 

0/0 

64 

0.056, 0.038 
0.0738, 0.0092 
0.033 

0.011,0.470 
0.017,0.174 
0/0 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.246, 0.197 
0.1981,0.1144 

0.174 

0.094, 0.470 

0.094, 0.470 

0/0 

62 

0.048,0.036 

0.0501,0.0064 

0.033 

0.011,0.283 

0.017,0.109 

0/0 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.064, 0.053 

0.0367, 0.016+ 

0.051 

0.016. 0.109 
0.016,0.109 

0/0 

60 

0.056,0.038 
0.0757.0.0098 
0.033 

0.011.0.470 

0.017,0.224 

0/0 


P-value* 


0.0199 


NA 


0.0068 


0.2782 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

* P-value from Wilcoxon rank-sum test. 


! 
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Tabic M.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Pace 29 of 42) 


Time point 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-expesed 

P-value* 

Week 3 

Harrogate 

Shiji of Nfeofine and Nicotine metabolites (nmol/mg rreatinine) 

Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

i 

0.470, 0.470 

NA, NA 

0.470 

0.470. 0.470 

NA, NA 

0/0 

64 

0050,0.037 

0.0521,0.0065 

0.033 

0.011.0.28.3 

0.017,0.139 

0/0 

NA 



Other places 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt ofBLO/ALO Values 

10 

0.082, 0.056 

0,0811, 0 0256 

0.062 

0.017, 0.283 

0.017, 0.283 

0/0 

55 

0.052,0.036 

0.0717.0.0097 

0.033 

0.011,0.470 

0.017,0.174 

0/0 

0.1408 



Away from home 
combined 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

13 

0.100, 0.061 

0.1228, 0.0317 

0.054 

0.016, 0.470 

0.016, 0.470 

0/0 

50 

0.044,0.034 

0.0444,0.0063 

0.033 

0.011,0.274 

0.017,0.107 

0/0 

0.0420 


Harrogate 

Nicotine {nmol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

it of BLQ/ALQ Values 

2 

0.034. 0.030 

0.0219. 0.0155 

0.034 

0.018, 0 049 

0.018, 0.049 

0/0 

63 

0.010.N A 
0.0059,0.0007 

0.006 

0.000, 0.031 
0.000,0.018 

57/0 

0.0204 


NOTE: Soiree of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home. work, vehicles, other places. 

* Away from home combined refers to exposure Iromat least one of the following: work, vehicles, other places. At home cornhinetl refers to at least one of the following: spouse at home, others at home: 
h P-vaitte from Wtleoxon rank-sum test. 
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Tabic 14.1.4 2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke hy Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 30 of 421 


Analytical Lab 

_ Time point Biomarker 


Source of Exposure" _Statistic 


Exposed Not-cxposcd 


Week 3 

Harrogate 






Nicotine (nmol/mg Creatinine) 

Others at home 

N 

1 

64 




MEAN. GFO MEAN 

o.n i 2 ,n.o 12 

0.010, NA 




SD.SE 

NA. NA 

0.0077, 0.0010 




median 

0.012 

0.006 




MIN, MAX 

0.012,0.012 

0.000, 0.049 




5%, 95% 

NA, NA 

0.000, 0.025 




# of DLQ/AL.Q Valuta 

1/0 

56/0 



At home combined 

N 

3 

62 




MEAN, GEO MEAN 

0.026,0.022 

0.010, NA 




SD.SE 

0.0199,0.0115 

0 0059, 0.0008 




MEDIAN 

0.018 

0.006 




MIN. MAX 

0.012,0.049 

0.000, 0.031 




5%, 05% 

0.012,0.049 

0.000. 0.018 




#of B1Q/ALQ Values 

1/0 

56/0 



Work 

N 

5 

60 




MEAN, GEO MEAN 

0.011, NA 

0.010, NA 




SD.SE 

0.0066, 0.0029 

0.0078, 0.0010 




MEDIAN 

0.012 

0.006 




MIN, MAX 

0.000, 0.018 

0.000, 0.049 




5%, 05% 

0 000,0.018 

0.003, 0.025 




# of BLQ/ALQ Values 

3/0 

54/0 



Vehicles 

N 

1 

64 




MEAN, GEO MEAN 

0.049, 0.049 

0.010, NA 




SD. Sis 

NA, NA 

0.0059, 0.0007 




MEDIAN 

0.049 

0.006 




MIN. MAX 

0.049. 0 049 

0.000,0.031 




5%, 95% 

NA, NA 

0.000, 0.018 




It of BLQ/ALQ Values 

0/0 

57/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following; spouse at home, others at home, work, vehicles, other places. 

' Awa S' frt ’ m home coined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to hi least one of the Mowing: spouse at home others at home 

P-value from Wilcoxon rantc-sum test. 


P-valtie h 


NA 


0.0218 


0,4444 


NA 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 31 of42) 


Analytical Lab 






Timepoint Biomaifcer 

Source of Exposure’ 

Statistic 

Exposed 

Not-exposed 

P-valuc b 

Week 3 Harrogate 






Nicotine (nmol/mg Creatinine) 

Other places 

N 

10 

55 

0.1216 



MEAN. GEO MEAN 

0.007, NA 

0.011, NA 




SD.SE 

0.0038.0.0012 

0.0080,0.0011 




MEDIAN 

0.006 

0 012 




M]N, MAX 

0.000, 0.012 

0.000,0.049 




5%, 95% 

0.000,0.012 

0.000.0.025 




# of BLQ/ALQ Values 

9/0 

48/0 



Away from home 

N 

15 

50 

06227 


combined 

MEAN, GEO MEAN 

OOll.NA 

0.010, NA 




SD, SE 

0.0116, 0.0030 

0.0061,0.0009 




MEDIAN 

0.006 

0.009 




MIN. MAX 

0.000, 0.049 

0,000,0.031 




S%. 95% 

0.000,0 049 

0.006,0.025 




# of BLQ/ALQ Values 

11/0 

46/0 


Harrogate 






Cotinine (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0146 



MEAN. GEO MEAN 

0.054,0.047 

0.011, NA 




SD, Sti 

0.0361,0.0255 

0.0090,0.0011 




MEDIAN 

0.054 

0.006 




MIN, MAX 

0.028, 0.079 

0.000, 0.051 




5%, 95% 

0.028, 0.079 

0.006,0.023 




# of BLQ/ALQ Values 

0/0 

50/0 



Others at home 

N 

1 

64 

NA 



MEAN, GEO MEAN 

0.011,0.01 1 

0.012, NA 




SD, SE 

NA. NA 

0.0125,0.0016 




MEDIAN 

0.0 II 

0.009 




MIN. MAX 

0.011, 0.011 

0.000,0,079 




5%, 95% 

NA, NA 

0.006,0.028 




It of BLQ/ALQ Values 

0/0 

50/0 


NOTE: Source of exposure to environmental tobacco smoke 

is from at least one of the following: spouse at home, others at home, worfc. vehicles, other planes. 




* Away from home combined refers lo exposure from at least one of the following: work, vehicles, other places. At home combined refers 1o at least one of the following: spouse at home, others at home 


P-value from Wilcoxon rank-sum test. 
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Tabic 14.1,4.2-3 

Comparison Between Non-Smokers Exposed and Non Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 32 of42) 


Analytical Lab 

Timepoint _ Biomariter 


Source of Exposure* 


Statistic 


Exposed 


Not-exposed 


p-vaiuc h 


Week 3 Harrogate 

Cotininc (nmol/mg Creatinine) 

At home combined 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

Hr of BLQ/ALQ Values 

5 

0.039,0.029 

0.0354, 0.0204 

0.028 

0.011,0.079 
0.011.0.079 

0/0 

62 

O.OII.NA 

0.0090, 0.0011 

0.006 

0.000.0.051 

0.006, 0.023 

50/0 

0.0200 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.010, NA 

0.0073,0.0033 

0.011 

0.000, 0.017 

0.000, 0.017 

3/0 

60 

0.012, NA 
0.0127,0.0016 

0.009 

0.000, 0.079 

0.006. 0.040 

47/0 

0.8536 


Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

1 

0.079, 0.079 

NA, NA 

0.079 

0 079, 0 079 

NA, NA 

0/0 

64 

O.OH.NA 

0.0091,0.001! 

0.009 

0.000.0.051 

0.006.0.028 

50/0 

NA 


Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

it of BLQ/ALQ Values 

10 

0.014, 0.010 

0.0138, 0.0044 

0.009 

0.006, 0.051 

0.006, 0.051 

5/0 

55 

0.012, NA 

00127. noni/> 

0.0(1 

0.000,0.079 

0.006.0.028 

45/0 

0.7480 


NOTE: Source of exposure to environ menial tobacco smoke is from at least one of the following; spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to c*|kmuic from at least one of the following: work, vehicles, other places. At home combined refers to at least one of Ihe following: spouse at home, others at home. 
b P-vftlue from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-3 
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(Page 33 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure" 

Statistic 

Exposed 

Not-expnsed 

P-value* 

Week 3 

Harrogate 

Cotinine (nmol/mg Creatinine) 

Away from home 
combined 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

#tif BLQ/A1Q Values 

15 

0.017, NA 

0.0209, 0.0054 

0.011 

0.000, 0.079 

0.000, 0.079 

7/0 

50 

O.Otl.NA 

0.0081,0.0012 

0.009 

0.000,0.051 

0.006,0.028 

43/0 

0.4381 


Harrogate 

Trans-3-hydroxycotlnine (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.151,0.137 

0,0884,0.0625 

0 151 

0.088,0.213 
0.088,0.213 

0/0 

63 

0.018. 0-012 
0.0203,0.0026 

0.010 

0.005, 0.114 

0.005, 0.042 

30/0 

0.0178 



Others at home 

N 

MEAN. GEO MEAN 

SO, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

If of BLQ/ALQ Values 

1 

0.026,0.026 

NA, NA 

0.026 

0.026,0.026 

NA, NA 

0/0 

64 

0.022, 0.013 
0.0328,0.0041 

0.010 

0.005,0.213 

0.005,0.088 

30/0 

NA 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ff of BLQ/ALQ Values 

3 

0.109. 0.079 

0.0953,0.0550 

0.088 

0.026,0.213 

0.026, 0.213 

0/0 

62 

0.018. 0.012 

0.0205, 0.0026 

0.010 

0.005. 0.114 

0.005. 0.042 

30/0 

00104 


NOTE: Source of exposure to environmental tobacco smoke is from st least one of the following: spouse at home, others at home, work, vehicles, other places, 

1 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 34 of 42) 


Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure 3 


Statistic 


Exposed 


jVoNexposed 


P-value 1 ’ 


Week 3 l larrogate 

Trans-J-hydroxycotinine (nrtibl/mg CreiliiiiiW) 


Work 

N 

5 

60 

0.5174 


MEAN. GEO MEAN 

0.019.0.015 

0.022.0.013 



SD, SE 

0.0125,0.0056 

0.0337, 0.0043 



MEDIAN 

0.016 

0.010 



MEN, MAX 

0.005,0.036 

0,005,0.213 



5%, 95% 

0.005, 0.036 

0.005,0.091 



4 of B LQ/ALQ Values 

0/0 

30/0 


Vehicles 

N 

1 

64 

NA 


MEAN. GEO MEAN 

02! 3.0.213 

0.019,0.012 



SD, SE 

NA, NA 

0.0220,0.0028 



MEDIAN 

0.213 

0.010 



MIN. MAX 

0 213. 0.213 

0.005.0.114 



5%, 95% 

NA, NA 

0.005,0.073 



4ofRl.Q/AI Q Values 

o/o 

30/0 


Other places 

N 

10 

55 

0.0410 


MEAN, GEO MEAN 

0.035, 0.023 

0.019.0.012 



SD, SE 

0.0346, 0.0109 

0.0319, 0.0043 



MEDIAN 

0.024 

0.010 



MIN. MAX 

0.005, 0.114 

0.005,0.213 



5%, 95% 

0005.0.114 

0.005. 0.088 



It of BLQ/ALQ Values 

0/0 

30/0 


way from home 

N 

15 

50 

0.0208 

combined 

MEAN, GEO MEAN 

0.041,0.022 

0.016, 0.011 



SD, SE 

0.0560,0.0145 

0.0183, 0.0026 



MEDIAN 

0.021 

0.010 



MIN. MAX 

0.005,0.213 

0.005, 0.094 



5%, 95% 

0.005,0.213 

0.005, 0.042 



# of BLCVALQ Values 

0/0 

30/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of (he following: work, vehicles, other places At home combined refers to at least one of the following: spouse at home, others ar home. 
b P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collecrion 

(Page 35 of 42) 


Ttmepoint 

Analytical lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value 

Week 3 

Harrogate 

Trsns-3-hydroxycotinine-O-glucuromde (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

2 

0.035,0.031 

59 

0.004, NA 

0 0172 




SO, SE 

0.0219,0.0155 

0.0082.0.0011 





MEDIAN 

0035 

0.001 





MIN, MAX 

0.019, 0.050 

0.000,0.040 





5%. 95% 

0.019. 0.050 

0.000,0.030 





if of BLQ/ALQ Values 

0/0 

30/0 




Others at home 

N 

1 

60 

NA 




MEAN, GEO MEAN 

0.012,0.012 

0.005, NA 





SD, SE 

NA, NA 

0.0102.0.0013 





MEDIAN 

0.012 

0.001 





MIN, MAX 

0.012, 0.012 

0.000, 0.050 





5%, 95% 

NA, NA 

0.000, 0.032 





# of BLQ/ALQ Values 

0/0 

30/0 




At home combined 

N 

3 

58 

0.0052 




MEAN, GEO MEAN 

0.027, 0.023 

0.004, NA 





SD, SE 

0.0202, 0.0117 

0.0082, 0.0011 





MEDIAN 

0.019 

0.001 





MIN, MAX 

0.012, 0 050 

0 000, 0.040 





5%. 95% 

0.012,0.050 

0.000,0.030 





tt of BLQ/ALQ Values 

0/0 

30/0 




Work 

N 

4 

57 

0.1555 




MEAN, GEO MEAN 

C.006, 0.003 

0.005, NA 





SD, SE 

0.0080, 0.0040 

0.O1O3,0.0014 





MEDIAN 

0003 

0.000 





MIN, MAX 

0.001,0.018 

0.000.0.050 





5%, 95% 

0.001,0.018 

0.000,0.034 





tt of BLQ/ALQ Values 

0/0 

30/0 



NOTE: Source of exposure 10 environmental tobacco smoke is from at least one of ihc following; spouse aL home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Sntoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Pace 36 of 421 


Analytical Lab 

Timcpoint _ Bipmarker 


Source of Exposure* 


Exposed 


Nnt-exposed 


P-value* 


Week 3 

Harrogate 






Trans-3-hydroxycotifline-O-glucuronide (nmol/mg Creatinine) 

Vehicles 

N 

1 

60 




MEAN. GEO MEAN 

0.050. 0.050 

0.004, NA 




SD.SE 

NA, NA 

0.0083, 0.0011 




MEDIAN 

0.050 

0.001 




MIN. MAX 

0.050, 0.050 

0.000, 0.040 




5%, 95% 

NA, NA 

0.000, 0.025 




U of BLQ/ALQ Values 

0/0 

30/0 



Other places 

N 

9 

52 




MEAN, GEO MEAN 

0.012, NA 

0.004, NA 




SD. SE 

0.0125,0.0042 

0.0002,0.0013 




MEDIAN 

0.009 

0.000 




MIN, MAX 

0.000, 0.034 

0.000, 0.030 




5%, 95% 

0 000, 0.0.34 

0.000, 0.019 




# of BLQ/ALQ Values 

0/0 

30/0 



Away from home 

N 

13 

48 



combined 

MEAN, GEO MEAN 

0.013, NA 

0.003, NA 




SD, SE 

0.0158,0.0044 

0.0067,0.0010 




MEDIAN 

0.004 

0.000 




MIN. MAX 

0.000,0.050 

o.noo, o 040 




5%. 95% 

0.000,0.050 

0.000,0.012 




of BLQ/ALQ Values 

0/0 

30/0 


Harrogate 






Nicotine-N-gJucuronide (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 




MEAN, GEO MEAN 

0.012, 0.006 

0.001,N A 




SD, SE 

0.0134, 0.0095 

0.0024. 0.0003 




MEDIAN 

0.012 

0.000 




MIN, MAX 

0.002,0.021 

0.000,0.011 




5%, 95% 

0.002,0.021 

0.000,0.006 




tt of BLQ/ALQ Values 

0/0 

57/0 


NA 


0.0022 


0.0003 


0.0065 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others nt home, work, vehicles, other paret 

1 Away from home combined refers lo exposure from at least one of the following: work, vehicles, other places. At home combined refers lo at least one of the following: spouse at home, others at home. 
' P-value from Wilcoxon rank-sum test. 
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! 


Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 37 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure" 

Statistic 

Exposed 

Ncil-exposeil 

P-value k 

Week 3 

Harrogate 

Nicotlnc-N-glncuronlde (nmol/mg Creatinine) 

Others at home 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt ofBLQ/ALQ Vaiuca 

1 

0.004,0.004 

NA, NA 

0.004 

G.004,0.004 

NA. NA 

1/0 

64 

0.001. NA 

0.0034,0.0004 

0.000 

(1.000,0.021 

0.000,0.008 

56/0 

NA 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

It of BLQ/ALO Values 

3 

0.009, 0.006 
0.0104,0.0060 

0.004 

0.002,0,021 

0.002,0.021 

1/0 

62 

0.001, NA 

0.0024,0.0003 

0.000 

0.000,0.011 

0.000,0.006 

56/1) 

0.0009 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

5 

0.003, NA 

0.0050. 0.0022 

0.000 

0.000, O.011 

0.000, 0.01! 

3/0 

60 

0.001. NA 
0.0033,0.0004 

0.000 

0.000, 0 021 

0.000, 0.007 

54/0 

0.2113 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of Bl.Q/ALQ Values 

1 

0.021,0.021 

NA, NA 

0.07.1 

0.021,0.021 

NA, NA 

0/0 

64 

0.001. NA 

0.0024, 0.0003 

noon 

0.000,0.011 

0.000, 0.006 

57/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

3 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P'Vnhie from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 39 of 42) 


Analytical Lab 

Timepoint _ Biomaiker 


Source of Exposure 3 _ Statistic 


Exposed Not-exposed 


P-value 1. 


Week 3 Harrogate 


Cotiniitt-N-glueuronide (nmol/mg Cr«stJnln«) 

At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.031.0.025 

0.0238,0.0137 

0.027 

0.010,0.057 

0.010,0.057 

0/0 

62 

0.005. NA 
0.0129,0.0016 

0.000 

0.000, 0.067 

0.000,0.028 

50/0 

0 0057 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5% 95% 

S of BLQ/ALQ Values 

5 

0,014, NA 

0.014S, 0.0066 

0.011 

0.000. 0.035 

0.000, 0.035 

3/0 

60 

0.006, NA 
0.0143,0.0013 

0.000 

0.000. 0.067 

0.000, 0.043 

47/0 

0.0341 


Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

3%. 95% 

# of BLQ/ALQ Values 

1 

0.057, 0.057 

NA, NA 

0.057 

0.057, 0.057 

NA. NA 

0/0 

64 

0,006, NA 
0.0130,0.0016 

0.000 

0.000, 0.067 
0.000.0.028 

50/0 

NA 


Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

10 

0.016, NA 
0.0210,0.0067 

0.010 

0.000,0.067 

0.000.0.067 

5/0 

55 

0.005, NA 
0.0123,0.0017 

0.000 

0.000,0.060 

0.000.0.028 

45/0 

0.0076 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smolccrs Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 40 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure' 

Statistic 

Exposed 

Nol-exposetl 

P-value 1, 

Week 3 

Harrogate 

Cotinine-N-glucoronide (nmol/mg Creatinine) 

Away from home 

N 

15 

50 

0.0003 



combined 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tfofBLQ/ALQ Values 

0.017, NA 
0.0210,0.0054 

0.011 

0.000, 0.057 

0.000, 0.067 

7/0 

0.003, NA 
0.0101,0.0014 

0.000 

0.000, 0.050 

0.000, 0.027 

43/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

J Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 


Final Draft: 25 March 2003 


Page 347 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 




PM3006437586 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Hay Period Before Sample Collection 

(Page 41 of 42) 


Analytical Lab 


Time point 

Biomarker 

Source of Exposure' 

Statistic 

Exposed 

Not-exposed 

P-value' 

Week 6 

Harrogate 

4-Amlnobiphenyl-Hb adduct (pg/g hemoglohin) 

Spouse at home 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

K of BLQ/ALQ Values 

2 

14.12,13.91 

3.373,2.385 

14.12 

11.73. 16.50 

11,73,16.50 

0/0 

63 

8.64,7.R2 
4.510,0.568 

7.37 

4.09.27.86 

4.36, 15.91 

0/0 

0 0551 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BEQ/ALQ Values 

1 

9.65,9.65 

NA, NA 

9.65 

9.65,9.65 

NA, NA 

0/0 

64 

8.80, 7.94 

4.594, 0.574 

7.44 

4.09,27.86 

4.36,16.50 

0/0 

NA 



At home combined 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BEQ/ALQ Values 

3 

12.63,12.32 
3.512,2.028 

11.73 

9.65, 16.50 

9.65. 16.50 

0/0 

62 

8.62,7.79 

4.545, 0.577 

7.36 

4.09,27 86 
4.36,15.91 

0/0 

0.0406 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

8.01,7.57 

3.360, 1.940 

7.12 

5.19,11.73 

5.19,11.73 

0/0 

62 

8.85, 7.98 

4.627, 0.588 

7.52 

4.09,27.86 

4.36, 16.50 

0/0 

0.9129 


NOTE. Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

9 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of ihe following: spouse at home, others at home. 
h P-valne from Wilcoxon rank-sum test 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 42 of42) 


Time point 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value b 

Week 6 

Harrogate 







d-Aminobiphenyl-Hb nddurt (pg/g hemoglobin) 

Vehicles 

N 

3 

62 

02949 




MEAN. GEO MEAN 

9.47.9.30 

8.78. 7.90 





SD, SE 

2.184,1.291 

4.651.0.591 





MEDIAN 

9.31 

7.43 





MIN. MAX 

7.37,11.73 

4.09, 27.86 





5%, 95% 

7.37.11.73 

4.36,16.50 





ff of BLQ/ALQ Values 

0/0 

0/0 




Other places 

N 

19 

46 

1.0000 




MEAN, GEO MEAN 

9.30,8.12 

8.61,7.89 





SD. SE 

6.063,1.391 

3.836. 0.566 





MEDIAN 

7.35 

7.52 





MIN, MAX 

4.31,27.86 

4.09, 20.64 





5%, 95% 

4.31,27.86 

<4,36,15-91 





# of BLQ/AI.Q Values 

0/0 

0/0 




Away from home 

N 

21 

44 

0.9497 



combined 








MEAN, GEO MEAN 

9.10, 8.03 

8.67, 7.93 





SD, SE 

5.785, 1.262 

3.913,0.590 





MEDIAN 

7.35 

7.62 





MIN. MAX 

4.31.27.86 

4,09.20.64 





5%, 95% 

4.49,22,67 

4.36,15.91 





If of BLQ/ALQ Values 

0/0 

0/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following; spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcox on rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Mcnth Period Before Sample Collection at Enrollment 

(Page 1 of 1 (>) 


Analytical Lab 
Biomarker 


Source of Exposure* _ Statistic 


Exposed 


Not-exposed 


P-vaIue h 


Harrogate 






4-Aminobiphenyl-Hb adduct (pg/g hemoglobin) 

Spouse at home 

N 

2 

63 

01656 



MEAN, GEO MEAN 

9.17.9,15 

7.22.6.44 




SD.SE 

0.856,0.505 

3.755,0.473 




MEDIAN 

9.17 

6.54 




MTN, MAX 

8.56.977 

2.49,23.25 




5%, 95% 

8,56. 9.77 

3.12,13.59 




# of BLQ/ALQ Values 

OvO 

0/0 



Others at home 

N 

7 

58 

0.0865 



MEAN, GEO MEAN 

8.98, 8.56 

7.07,6.30 




SD.SE 

3.036, 1.147 

3.756,0.493 




MEDIAN 

8.31 

6.52 




MIN, MAX 

5 47,13.87 

2.49, 23.25 




5%, 95% 

5.47,13.87 

2.95, 13.59 




# of BLQ/ALQ Values 

0/0 

0/0 



At home combined 

N 

9 

56 

0.0250 



MEAN, GEO MEAN 

9.02, 8.69 

7.00, 6.22 




SD. SE 

2.648,0.883 

3.801,0.508 




MEDIAN 

8.56 

6.37 




MIN, MAX 

5 47,13.87 

2.49,23.25 




5%. 95% 

5.47,13.87 

2.95.13.59 




4 of BLQ/ALQ Values 

0/0 

0/0 



Work 

N 

4 

61 

0.5391 



MEAN, GEO MEAN 

8.05, 7.13 

7.23,6.48 




SD.SE 

3.839, 1.920 

3.731.0.478 




MEDIAN 

8 80 

6 54 




MIN, MAX 

2.95,11.63 

2.49, 23.25 




5%, 95% 

2.95,11.63 

3.21,13.59 




# of BLQ/ALQ Values 

0/0 

0/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

* Away from home combined refers to exposure front at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home 
b P-value from Wilcoxon rank-sum test. 
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Table 14 1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smote by Source of Exposure Within 3-Monlh Period Before Sample Collection at Enrollment 

(Page 2 of 16) 


Analytical Lab 

Biontafkcr 

Source of ExDOsurc* 

Statistic 

Exposed 


P-Yaluc 1 ’ 

Harrogate 






4-Aminobiphenyl-Hb adduct (pg/g hemoglobin) 

Vehicles 

N 

4 

61 

0.1947 



MEAN, GF-0 MEAN 

8.80, 8.48 

7 18,6.40 




SD, SE 

2.600. 1.300 

3.768.0.482 




MEDIAN 

9.04 

6.54 




MIN, MAX 

5.47, 11 f>3 

2.49,23.25 




5%, 95% 

5.47. 11.63 

3.12,13.59 




U of BLQ/ALQ Values 

0/0 

0/0 



Other places 

N 

21 

44 

0.4787 



MEAN, GEO MEAN 

7.59, 6.86 

7.13.6.35 




SD, SE 

3.461,0.755 

3.857. 0.581 




MEDIAN 

6.95 

6.54 




MIN, MAX 

2.95, 13.87 

2.49. 23.25 




5%, 95% 

3.94 t 13.59 

3.12,12.31 




# of BLQ/ALQ Values 

0/0 

0/0 



Away from home combined 

N 

25 

40 

0.2777 



MEAN, GEO MEAN 

7.63, 6.98 

7.06,6.24 




SD, SE 

3.239, 0.648 

4,004. 0.633 




MEDIAN 

7,34 

6.52 




MIN. MAX 

2.95,13.87 

2.49,23.25 




5%. 95% 

3.94.13,59 

3 01,14.84 




# of BLQ/ALQ Values 

0/0 

0/D 



NOTE: Source of exposure to environmental tobacco smoke is from at leas! one of the following; spouse at home, others at home, work, vehicles, other places. 

Week I biomarker data used 

* Awa 7 froin combined refers to exposure from al feast one of the following: work, vehicles, other places. At home combined refers to at [cast one of the following: spouse at home, others at home. 
P-value from Wilcoxon rank-sum test. 
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Tabic 14 1.4 2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3 Month Period Before Sample Collection at Enrollment 

(Page 3 of 16) 


Analytical Lab 

Biomarkcr 

Source of Exposure" 

Statistic 

Exposed 

Nol-exposed 

P-value h 

Harrogate 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

ff of BLQ/ALQ Values 

2 

0.108, 0.275 

0.1966, 0.1390 

0.308 

0.169, 0.447 
0.169,0.447 

0/0 

63 

0.065, NA 

0.1100. 0.0139 

0.033 

0.000.0.677 
0.017,0.306 

0/0 

0.01.11 


Others al home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.184, 0.087 

0.2444, 0.0924 

0.051 

0.017, 0.677 

0.017, 0.677 

0/0 

58 

0.059, NA 
0.0886,0.0116 

0.033 

0.000,0.447 
0.016,0.306 

0/0 

0.0584 


At home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

9 

0.212, 0.112 

0.2293, 0.0764 

0.127 

(1.017,0.677 

0.017,0 677 

0/0 

56 

0.051,NA 
0.0715,0.0096 

0.033 

0.000,0.430 

0.016.0.183 

0/0 

0.0055 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

H of BLQ/ALQ Values 

4 

0.059, 0.04.3 

0.0534,0.0267 

0.041 

0.016.0.136 

0.016,0.136 

0/0 

61 

0.074, NA 
0.1221,0.0156 

0.033 

0 000,0.677 

0.017.0.340 

0/0 

0.8903 


NOTE. Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, Other places. 

Week 1 biomarker data used 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home 
P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-4 

Comparison Between Non Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Pape 4 of 16) 


Analytical Lab 
Bio marker 


Source of Exposure* _ Statistic 


Exposed 


Not-exposed 


P-value h 


Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Vehicles 

N 

4 

61 



MEAN. GEO MEAN 

0.222,0.140 

0.063. N A 



SD, SE 

0.2031,0.1015 

0.1069,0.0137 



MEDIAN 

0.196 

0.033 



MIN. MAX 

0.049, 0.447 

0.000.0.677 



5%, 95% 

0.049,0.447 

0.017,0.183 



#ofBLQ/ALQ Values 

0/0 

0/0 


Other places 

N 

21 

44 



MEAN, GEO MEAN 

0.095, 0.049 

0.062, NA 



SD, SE 

0.1326,0.0289 

0.1117,0.0168 



MEDIAN 

0.043 

0.033 



MIN. MAX 

0.005.0.447 

0.000, 0.677 



514,95% 

0.017,0.430 

0.017,0.173 



#of BI Q/AI.Q Values 

0/0 

0/0 


Away from home combined 

N 

25 

40 



MEAN, GEO MEAN 

0.102,0.053 

0.055, NA 



SD. SE 

D. 1323,0.0265 

0.1073, 0.0170 



MEDIAN 

0,043 

0.033 



MIN, MAX 

0.005, 0.447 

0.000,0.677 



5%. 95% 

0.016. 0.430 

0 017,0.17! 



# of BLQ/ALQ Values 

0/0 

0/0 


0.0120 


0.1205 


0.0409 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following; spouse at home, others at home, work, vehicles, other places. 

Week ! biomarker data used. 

n Away from home combined refers lu exposure from al least one of the following, work, vehicles, other places. At home combined refers to at least one of the following; spouse at home, others at home. 
b P-vaiuc from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 5 of 16) 


Analytical Lab 
_Biomarker 


Source of Exposure 3 


Statistic 


Exposed 


Not-exposed 


P-value* 


Harrogate 

Nicotine (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN. GF.OMEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

a of BLQ/ALQ Values 

2 

n.043, o.imi 

0.0170,0.0120 

0.043 

0.031,0.055 

0.031,0.055 

070 

63 

0 019. NA 

0.0463.0.0058 

0.006 

0,000,0.271 

0.000, 0.074 

51/0 

0.0271 


Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.056,0.021 

0.0913.0.0345 

0.012 

0.006. 0.253 

0.006, 0.253 

4/0 

58 

0.015, NA 
0.0361,0.0047 

0.006 

0.000,0.271 

0.000. 0.055 

47/0 

0.0761 


At home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

9 

0.053, 0.025 

0.0795, 0.0265 

0.013 

0.006,0.253 

0.006, 0.253 

4/0 

56 

0.014, NA 

0.0363, 0.0048 

0 006 

0.000, 0.271 

0.000, 0 018 

47/0 

0.0068 


Work 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

tt Of BLQ/ALQ Values 

4 

0.006, NA 
0.0049,0.0024 

0.006 

0.000, 0.012 

0.000,0.012 

3/0 

61 

0.021,NA 

0.0472. 0.0000 

0.012 

aim 0.271 

0.006, 0.074 

48/0 

0.1707 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, Olliers at home, work, vehicles, other places. 

Week 1 biomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
P-va!ue from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

I Page 6 ofl 6) 


Bio marker 

Source of Exposure’ 

Statistic 

Exposed 

Not-exposed 

Harrogate 

Nicotine (nntol/mg Creatinine) 

Vehicles 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

4 

0041.0.(127 

0,0364,0.0182 

0.037 

0.006,0.086 

0.006, 0 086 

2(0 

61 

0.018, NA 
0.0463.0.0059 
0.006 

0.000, 0.271 
O.OUO, 0.031 
49/0 


Other places 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/AI.Q Values 

21 

0.026, NA 
0.0589,0.0128 

0.006 

0.000.0.271 

0.006, 0,074 

14/0 

44 

0.017, NA 
0.0386.0.0058 
0.012 

0 000,0253 
0.000, 0.031 

37/0 


Away from home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

n of BLQ/AI.Q Values 

25 

0.026, NA 

0.05S5. 0.0111 

0.006 

0.000,0.271 

0.000, 0.086 

16/0 

40 

0.015, NA 
U.0389, 0.0061 
0012 

0.000, 0.253 
0.003. 0.025 
35/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
Week 1 biomarker data used. 


' Away from home combined refers to rxpoxi ire from at least one of the following: work, vehicles, other places. At home comb ined refers to at least one of the following spouse at [ionise others at home 
P-value from Wilcoxon rank-sum test. 


P-vaW' 


0.0491 


0.8106 


0.9254 
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Covance CRU Study No. 12226-8450 


Table 14.14.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 7 of 16) 


Analytical Lab 
_Biomarker 


Source of Exposure* 


Statistic 


Exposed 


Nol-cxposed 


P-Yatue h 


Harrogate 

Cotlnlne (nmol/mg Creatinine) 


Spouse at home N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 05% 

#of RI Q/ALQ Values 

Others at home N 

MEAN, GEO MEAN 
S D, Sfc 
MEDIAN 
MiN, MAX 
5%, 95% 

# of BLQ/A1.Q Values 

At home combined N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

Work N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

#of BLQ/ALQ Values 


2 

63 

0.034, 0,032 

0.013, NA 

0,0156,0.0! 10 

0.0170, 0.0021 

0.034 

0006 

0.023. 0.045 

0.000, 0.114 

0.023, 0.045 

0.000, 0.051 

0/0 

40/0 

7 

58 

0.032, 0.017 

0.011, NA 

0.0404,0.0153 

U.0108. 0.001 + 

0.011 

0.006 

0.006, 0.114 

0.000. 0.057 

0.006, 0.114 

(1.000,0.045 

4/0 

45/0 

9 

56 

0.032, 0.020 

0.010, NA 

0.0355.0.0118 

0.0098,0.0013 

0.017 

0.006 

0.006.0.114 

0.000, 0.057 

0.006,0.114 

0.000, 0.028 

4/C 

45/0 

4 

61 

0.009, NA 

0.014, NA 

00072,0 0036 

0 0177,0 0073 

0.009 

0.006 

0.000,0.017 

0.000,0.114 

0.000,0.017 

0.006,0.051 

3/0 

46/0 


0.0308 


0.0853 


0.0084 


0.7387 


NOTE: Source of exposure to environmental tobacco smoke is from eA least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

1 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home, 
h P-value from Wilcoxon rank-sum test. 


i 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-4 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 8 of 16) 


Analytical Lab 


Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value 1 

Harrogate 

Cotinine (nmol/mg Creatinine) 

Vehicles 

N 

MEAN. GEO MEAN 
•SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of DLQ/ALQ Values 

4 

0.031.0.023 

0.0238, 0.0119 

0.031 

0.006, 0,057 

0.006, 0.057 

2/0 

61 

0 012. NA 
0.0164,0.002! 

0.006 

0.000,0.114 

0.000,0.028 

47/0 

0.0537 


Other places 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of RT.Q/AT.Q Values 

21 

0.014,NA 

0.0161,0.0035 

0.006 

0.000, 0.057 

0.006, 0.051 

13/0 

44 

0.013, NA 
0.0180,0.0027 

0.011 

0.000.0.114 

0.000, 0.028 

36/0 

0.4742 


Away from home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

25 

0.015, NA 

0.0173, 0.0035 

0,006 

0.000, 0.057 
noon, o.n57 

15/0 

40 

0.012, NA 

0.0174, 0.0027 

0.011 

0.000,0.114 

0.003, 0.026 

34/a 

0.9657 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at borne, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

J Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P value from Wilcox on rank-sum test. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.1.4 2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed lo Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 1 ) of 16) 


Analytical Lab 

Bioinarker 

Source of Exposure* 

Statistic 

Exposed 

Not-ex posed 


Harrogate 

Trans-3-hydrojycotininc (nmol/me Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 

SD. SF. 

MEDIAN 

MIN. MAX 

5%. 95% 

* of BLQ/ALQ Values 

2 

0.149, 0.131 

0 0997,0.0705 

0 149 

0.078, 0.219 

0.078, 0.219 

wo 

63 

0.022, NA 

0.0338. 0.0043 

0.010 

0.000.0.187 

0.005,0.083 

22/0 

0.0228 


Others at home 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

554, 95% 

# of BIQ/A I.Q Values 

7 

0.063, 0.029 

0.0785,0.0297 

0.016 

0.005, 0.187 

0.005. 0.187 

2/0 

58 

0.021. NA 

0.0335, 0.0044 

0.010 

0.000.0.219 

0.005, 0.083 

20/0 

0.0993 


At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

9 

0.082,0.040 
0.0854,0.0285 

0.042 

0.005,0.219 

0 005.0 219 

2/0 

56 

0.017, NA 
0.0192,0.0026 

0.010 

0.000,0.099 

0.005, 0.068 

20/0 

0.0086 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.023,0.015 

0.0262,0,0131 

0.013 

0.005. 0.062 

0.005,0.062 

1/0 

61 

0.026, NA 

0.0428, 0.0055 

0.010 

0 000. 0 219 

0.005, 0.099 

21/0 

0.8557 


NOTE: Source of exposure to environmental tobacco smoke is from at least one ofthc following: spouse til home, others at home, work, vehicles, orherplaces. 

Week 1 biomarker data used. 

" Awa y from home combined refers to exposure faun at least one of the following: work, vehicles, other places. At home combined refers to at least one of the fallowing: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.1.4.2-4 

Comparison Between Non-Smokets Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 10 of 16) 


Analytical Eab 
_ Biomarker 


Harrogate 

Trans-3-hydroxycotininc (nmol/mg Creatinine) 


Source of Exposure* Statistic _ Exposed _ Not-exposed 


Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

(f of BLQ/AI..Q Values 

4 

O.M 0.0.057 
0.1088.0.0544 

0.102 

0,016.0.219 

0.016,0.219 

I/O 

61 

0.020, NA 

00278, 0.0036 

U.U10 

0.000, 0.166 

0.005, 0.078 

71 m 

0.0210 

Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLO/ALQ Values 

21 

0.034,0.018 

U.U49S. 00109 

0.016 

0.005, 0.219 

0.005, 0.099 

3/0 

44 

0.022, NA 

0.0374, 0.0056 

0.010 

0.000,0.187 

0.005.0.078 

19/0 

0.0481 

Away from home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# 0 fBLQ/AI.Q Values 

25 

0.039,0.020 
0.0556,0.0111 

0.016 

0005,0.219 

0,005,0,187 

4/0 

40 

0,017, NA 

0.0277, 0.0044 

0 010 

0.000, 0.166 

0,005,0,060 

18/0 

U.0126 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

’ Away from home combined refcra to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others nt home. 
h P'value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokens Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within .1-Month Period Before Sample Collection at Enrollment 

(Page 11 of lb) 


Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value" 

Harrogate 

Trans-3-hydroxycotlnine-OrgIucurnnide (nmol/rag Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%. 95% 

tt of BLQ/ALQ Values 

2 

0.039, 0.036 
0.0198.0.0140 

0.039 

0.025,0.053 

0.025, 0.053 

0/0 

51 

0.005. NA 

0.0090. 0.0013 

0.001 

0.000. 0.051 

0.OIK), o.oits 

22/0 

0.0198 


Others at home 

N 

MEAN, 0E0 MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

7 

0.010,N A 

0.0184, 0.0069 

0.003 

0.000,0.051 

0.000,0.051 

2/0 

46 

0.006, NA 

0.0101.0.0015 

0.001 

0.OQ0. 0.053 

0.000, 0.025 

20/0 

0.5163 


At home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# ofBLQ/ALQ Values 

9 

0.016, NA 

0.0216,0.0072 

0.005 

0.000, 0.053 

0.000, 0 053 

2/0 

44 

0.004, NA 

0.0060, 0.0010 

0.001 

0,000, 0,034 

0 000,0,015 

20/0 

0.0750 


Work 

N 

MEAN. GEO MEAN 

SD, SB 

me nr AN 

MTN. MAX 

5%. 95% 

# Of BLQ/ALQ Values 

4 

0.005, NA 

0.0048, 0.0024 

0.004 

0.000,0.010 

0.000,0.010 

1/0 

49 

0.006, NA 

0.01 IS, 0.0017 

0.002 

0.000, 0.053 

0.000, 0.034 

21/0 

0.7419 


NOTE. Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work., vehicles, other places. 

Week 1 btomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places At home combined referc mar least one of the following: spouse at home, others at home. 
P-value from Wilcoxon rank-sum test. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.24 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposedto Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection ai linrollmem 

(Page 12 of 16) 


Analytical Lab 

Biomarker _ Source of Exposure 1 


Harrogate 

Trans-3-hydroxycotinme-O-glucuronide (nmol/mg Creatinine) Vehicles 


Other places 


Away from home combined 


Statistic 

Exposed 

Not-exposed 


P-value* 

N 

4 

49 


0.3232 

MEAN.GF.O MEAN 

0.016, NA 

0.005, NA 



SD.SE 

0.0250. 0.0125 

0.0096,0.0014 



MEDIAN 

0.005 

0001 



MIN, MAX 

0.000, 0.053 

0.000.0.051 



5%, 95% 

0.000,0.053 

0.000.0.025 



# of BJ, Q/A LQ Values 

1/0 

21/0 



N 

18 

35 


0.0016 

MEAN, GEO MEAN 

0.010, NA 

0.004, NA 



SD.SE 

0.0135. 0.0032 

0.0097.0.0016 



MEDIAN 

0.006 

0.000 



MIN. MAX 

0.000. 0.053 

0.000,0.051 



5%. 95% 

0.000,0.053 

0.000, 0.025 



# of BLQ/ALQ Values 

3/0 

19/0 



N 

22 

31 


0.0021 

MEAN. GEO MEAN 

0.009. NA 

0.004. NA 



SD, SE 

0.0125,0.0027 

0.0103, 0.0018 



MEDTAN 

0.005 

0.000 



MIN, MAX 

0.000, 0.053 

0.000, 0.051 



5%, 95% 

0.000,0.034 

0.000,0.025 



# of BLQ/A LQ Values 

4/0 

18/0 




NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week I biomarker data used. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home, 
h P-value from Wilcoxon rank-sum test. 
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Table 141 4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokere Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 13 of 16) 


Analytical Lab 

Biomarker _____ Source of Exposure* _ Statistic _ Exposed _ Not-cxpc&ed 


Harrogate 

Nicotiw-N-jIticuronide (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

4ofBLQ/ALQ Values 

2 

0.006, NA 

0,0085,0.0060 

0.006 

0.000,0.012 

0.000,0.012 

0/0 

60 

0.002. NA 
0.0047, 0.0006 
0.000 

0.000, 0.023 
0.000, 0 013 

5 I/O 


Olhers at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLO'ALQ Values 

6 

0.006, NA 

0.0080,0.0033 

0.003 

0.000, 0.021 

0.000, 0.021 

4/0 

56 

0.002, NA 
0.0042, 0.0006 
0.000 

0.000, 0.023 
0.000, 0.012 
47/0 


At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/A1.Q Values 

8 

0.006, NA 

0.0075, 0.0026 

0.003 

0.000. 0.021 

0,000. 0.021 

4/0 

54 

0.001, NA 
0.0040, 0.0005 
0.000 

0.000. 0.023 
0.000. 0.009 
47/0 


Work 

N 

MEAN. GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.002, NA 

0.0024, 0.0012 

0 00? 

0.000,0.005 

0.000,0.005 

3/0 

58 

0.002, NA 
0.0049, 0.0006 

oooo 

0.000, 0.023 
0.000. 0.016 
48/0 


NOTE: Source of exposure lo environmental tobacco smoke is from at least one of Ihe following: spouse at home, others at home, work, vehicles, other places. 

Week I biomarker data used, 

8 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smoker? Exposed and Non-Smokere Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 14 of 16) 


Analytical Lab 
Biomarker 


Source of Exposure* _ Statistic 


Exposed 


Not-exposed 


P-vaIue h 


Nlcotine-N-jjIueuronide (mnol/mg Creatinine) 

Vehicles 

N 

mean, geo mean 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

It ofBLQ/ALQ Values 

3 

0.005. NA 

0,0062,0.0036 

0.00,3 

0.000,0.012 

0.000, 0.012 

2/0 

59 

0.002. NA 

0.0047. 0.0006 

0.000 

0.000. 0.023 
0.000.0.016 

49/0 

0 1050 


Other places 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of Bl.Q/ALQ Values 

20 

0.003, NA 

0.0057, 0.0013 

0.000 

0.000,0.023 
0.000,0.018 

14/0 

42 

0.001, N A 

0.0042, 0.0007 

0.000 

0.000, 0.021 

0.000, 0.008 

37/0 

0.0305 


Away from home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MSN, MAX 

5%. 95% 

#ofBLQ/ALQ Values 

23 

0.003, NA 

0.0054,0.0011 

0.000 

0.000, 0.023 

0.000, 0.012 

16/0 

39 

0.001, NA 

0.0044. 0.0007 

0.000 

0 000, 0 021 

0.000, 0.016 

35/0 

0.0241 


NOTE: Source of exposure to environmental tobacco smoke is from at leas? one of the following: spouse at home, othere at home, work, vehicles, other places. 

Week 1 biomarker data used. 

1 Away from borne combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-4 

Comparison Between Non-Smokeis Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 15 of 1 f>) 


Analytical Lab 


Biomaricer 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

Revalue* 

Harrogate 

Cotinine-N-gliicuronfde (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 9534 

# of BLQ/ALQ Values 

2 

0.03S. 0.026 

0.0396, 0.0280 

0.03& 

0.010.0.066 

0.010,0.066 

0/0 

63 

0.007. NA 
0.0161.0.0020 

0.000 

0.000, 0 075 

0.000,0.049 

49/0 

0.0334 


Others at home 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

#1 of BLQ/ALQ Values 

7 

0.022. NA 
0.0292,0.0110 

0.009 

0.000,0.075 

0.000.0.075 

4/0 

58 

0.007, NA 
0-0150,0.0020 

0.000 

O.COO, 0.066 

0.000,0.055 

45/0 

0.0736 


At home combined 

N 

MEAN.GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

9 

0.026, NA 

0.0297.0.0099 

0.010 

0.000, 0.075 

0.000,0.075 

4/0 

56 

0.006, NA 

0.0130, 0.0017 

0.000 

0.O0O, D.064 

0.000, 0.036 

45/0 

0.0074 


Work 

N 

MEAN. GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.01 t.NA 

0.0169, 0.00B4 

0.004 

0.000, 0.036 

0.000, 0.036 

3/0 

61 

0.008, NA 

0.01/6.0.0023 

0.000 

0.000,0.07S 

0.000, 0.055 

46/0 

0.3227 


NOTE: Source of exposure to environmental tobacco smoke is fncmi at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker-data used. 

’ Awa v frorn home combined refers to exposure from at least one of the following: work-, vehicles, other places. At home combined refers to at [east one of the following: spouse at home, others at home 
P-value from Wtlcoxon rank-sum test. 
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Tabic 14142-4 

Comparison Detween Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Dcforr Sample Collection at Enrollment 

(Page 16 of 163 


Analyiical Lab 

Biomaiker 

Source of Exposure* 

Statistic 

Exposed 


P-value" 

Harrogate 

Cotinine-N-filucuronide (nmol/mg Creatinine) 

Vehicles 

N 

MEAN. ClEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

3%, 95% 

# ofBLQ/ALQ Valuta 

4 

0.024. NA 

0.0298. 0.0149 

0.014 

0.000. 0.066 

0.000, 0.066 

2/0 

61 

0.007, NA 

0.0162.0 0021 

0.000 

0.000,0,075 

0.000,0.049 

47/0 

0.1024 


Other places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 05% 

#nfB[Q/AI.Q Values 

21 

0.012, NA 

0.0196. 0.0043 

0.006 

0.000, 0.066 

0.000, 0.064 

13/0 

44 

0.006, NA 
0.0162,0.0024 

0.000 

0.000.0.075 

0.000, 0,049 

36/0 

0.0106 


Away from home combined 

N 

MEAN, GEO MEAN 

SO, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

25 

0.013, NA 

0.0189, 0.0038 

0.006 

0.000, 0.066 

0.000, 0.064 

15/0 

40 

0.006. NA 

0 0161,0.0025 

0.000 

0.000, 0.075 

0.000,0.052 

34/0 

0.0020 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week l biomarker data used. 

' Awa y fr° m home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least une unite following: spouse at home, others at home. 
" P-value from Wilcoxon tank-sum test. 
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Tabic 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 1 of 13) 


Pearson Correlation 


Timepoint Biomarker 


Duration of Exposure* 


Independent Variable 


95% Confidence Interval 1 


Spearman rank-order 


Week 1 4-Aminobiphenyl-IIb *ddact (pg/g hemoglobin) 

Non-Wcightcd 

Spouse at home 

fNA, NA) 

1.00(NA) 

l.OOfNA) 



Others at home 

(-0.90,0.86) 

-0.09(0.8830) 

0.00(1.0000) 



At home combined 

(-0.76.0.75) 

-0.01(0.9909) 

004(09365) 



Wort: 

(-0.99,0.73) 

-0.77(0.2296) 

-0.80(0.2000) 



Vehicles 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Other places 

(-0.30,0.54) 

0.15(0.5220) 

-0.06(0.8118) 



Away from home combined 

(-0.33,0.46) 

0.08(0.7167) 

-0.12(0.5542) 


Weighted 

Spouse at home 

CNA, NA) 

l.OOfNA) 

I.OO(NA) 



Others at home 

(-0.90,0.86) 

-0 09(0.8830) 

0.00(1.0000) 



At home combined 

(-0.74,0,76) 

0.02(0.9633) 

0.04(0.9365) 



Work 

(-0.98,0.93} 

-0.31(0.6922) 

-0.40(0.6000) 



Vehicles 

(NA , NA} 

l.OOINA) 

1.00(NA) 



Other places 

(-0.47.0.39) 

-0.04(0.6482) 

-0.05(0.8447) 



Away from home combined 

(-0.41,0.38) 

-0.02(0.9123) 

-0.09(0.6573) 

Sum of Nicotine and Nicotine metabolites (nntol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA. NA) 

!.00(NA) 

l.OOfNA) 



Others at home 

(-0.94,0.78) 

-0.32(0.5948) 

0.00(1.0000) 



At home combined 

(-0.53,0.88) 

0.37(0.4181) 

0.34(0.4601) 



Wort 

(-1.00,0.14) 

-0.95(0.0513) 

-l.UQ(O.OOOO) 



Vehicles 

(NA , NA) 

-l.OOfNA) 

-1.00<NA) 



Other places 

(-0.18,0.63) 

0.28(0,2233) 

0.18(0.4361) 



Away frnm home combined 

(-0.19,0.57) 

0.23(0.2792) 

023(0.2724) 


Weighted 

Spouse at home 

(NA . NA) 

1,00(NA) 

l.OOfNA) 



Others at home 

(-0.94,0.78) 

-0.32(0.5948) 

0.00(1.0000) 



At home combined 

(-0.50,0.89) 

0.40(0.3698) 

0.34(0.460!) 



Work 

{-1.00,0.58} 

-0.86(0.1376) 

-0,80(0.2000) 



Vehicles 

(NA , NA) 

-l.OO(NA) 

-1.0CKNA) 



Other places 

(0.01 .0.73) 

0.44(0,0461) 

0.20(0.3676) 



Away from home combined 

(0.02,0.69) 

0.41(0.0411) 

0,22(0.2969) 


a Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and ar home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensityf 1 =mild, 2-moderate, 3=sevcre) of 
smoke. 

h Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco vSmoke by Source of Exposure Wifhin VDay Period Be Tore Sample Collection 

(Page 2 of 13) 


Timepoint Biomarker Duration of Exposure* 

Independent Variable 1 ' 

95% Confidence Interval' 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value> 

Week 1 Nicotine (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA , NA) 

I.00(NA) 

I.OO(NA) 


Others at home 

(-0 95,0 74) 

-0 41(0.4952) 

-0.30(0 6186) 


At home combined 

(-0 77,0.731 

-0.05(0.9180) 

0.25(0.5922) 


Work 

{-0.94,0.98) 

0.23(0.76981 

0.21(0.7892) 


Vehicles 

(NA, NA) 

I.G0(NA) 

1.00(NA) 


Other places 

(0.04,0.75) 

0.47(0.053!) 

-0.07(0.7697) 


Away from home combined 

(0.02,0.09) 

0.41 (0.042!) 

0.07(0.7532) 

Weighted 

Spouse at home 

(NA, NA) 

LOOfNA) 

I.OfKNA) 


Others at home 

(-0.95.0.74) 

-0.41(0.4952) 

-0.30(0.6186) 


At home combined 

(-0.75,0.75) 

0.00(0.9940) 

0.25(0.5922) 


Work 

(-0.78,0.93!) 

0.72(0.2788) 

0.74(0.2621) 


Vehicles 

(NA, NA) 

1.00<NA) 

1.00(NA) 


Other places 

{0.29,0.84) 

0.64(0.0018) 

-0.04(0.8624) 


Away from home combined 

(0.28,0.81) 

0.61(0.00(2) 

0.07(0,7294) 

Cotinine (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

I.O0(NA) 


Others at home 

(-0.95,0.74) 

-0.41(0,4957} 

-0.30(0.6186) 


At home combined 

(-0.70,0.80) 

0.11(0.8179} 

0.25(0.5922) 


Work 

(-0.98,0.94) 

-0.22(0.7752) 

-0.32(0.6838) 


Vehicles 

(NA, NA) 

] .OOfNA) 

1.00(NA) 


Other places 

{-0.24,0.59) 

0.22(0.3489) 

0.04(0 8746) 


Away from home combined 

(-0.25.0.52) 

0.16(0.4463) 

-0.04(0.8374) 

Weighted 

Spouse at home 

(NA , NA) 

I.O0(NA| 

1.00(NA) 


Others at home 

(-0.95,0.74) 

-0.41(0.4957) 

-0.30(0.6186) 


At home combined 

(-04)8,0.81) 

0.16(0.7377) 

0.25(0.5922) 


Work 

(-0.99,0.88) 

-0.51(0.48991 

0.32(0.6838) 


Vehicles 

(NA .NA) 

1 0O(NA) 

1 nO(NA) 


Other places 

(-0.08,0.69) 

0.37(0.1025) 

-0.03(0.8994) 


Away from home combined 

(-0.08,0.64) 

0.33(0.1111) 

4),08(0.7045) 

H Non-Weighted refers to the number ofhours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 

the number of cigarettes smoked. For work, vehicles, other place»s, and away from home combined, Weighted refers to the number ofhours exposed to environmental tobacco smoke times the intcnsityfl =mild, 2 

^moderate, ^severe) of 

smoke, 





14 Away from home combined refers tn exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 



r 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Dina (ion of Exposure of Non-Smokers Exposed io Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 3 of 13) 


Pearson Correlation Spearman rank-order 

Timepoint Biomaiker ___ Duration of Exposure* _ independent Variable* 95% Confidence Interval Coefficient (P-value) _ Coefficient [P-value) 


Week 1 Tran*-3-hydroxycotininc (nmol/mg Creatinine) 

Non-Wcightcd 

Spouse at home 

fNA. NA) 

l.OO(NA) 

1,00(NA) 



Others at home 

(-0 03,0.81) 

-0 25(0 6802) 

0.29(0.6376) 



At home combined 

(-0.04,0.961 

0.73(0.0609) 

0.62(0,1395) 



Work 

(-1.00.0.54) 

-0.87(0.1258) 

-0,80(0.2000) 



Vehicles 

(NA .NA) 

-I.00(NA) 

-l.O0(NA) 



Other places 

(-0.21 ,0.61) 

0.24(0.2871) 

0.34(0.126!) 



Away from home combined 

(-0.24.0.J3) 

0.18(0.3990) 

0.37(0.0676) 


Weighted 

Spouse at home 

(NA, NA) 

1 00(NA) 

1 fXl(NA) 



Others at home 

(-0.93,0.81) 

-0.25(0.6802) 

0.29(0.6376) 



At home combined 

(-0.02,0.96) 

0.75(0.0545) 

0.62(0.1395) 



Work 

(-1.00.0.02) 

-0.96(00405) 

-1.00(0.0000) 



Vehicles 

(NA , NA) 

-I.OOfNA) 

-l.OOfNA) 



Other places 

(-0.06,0.70) 

039(0.0842) 

0.41(0.0618) 



Away from home combined 

(-0.07,0.65) 

034(0.0984) 

039(0.0556) 

Trans-3-hvdroxycotinine-O-glucuronlde (nmol/mg Creatinine) 

Non-Weightcd 

Spouse at home 

(NA. NA) 

1.00(NA) 

!,00(NA) 



Others at home 

(-0,94,0.77) 

-0,35(0.5629) 

0.00(1.0000) 



At home combined 

(-0.27,0.93) 

0.61(0.1472) 

0.52(0.2274) 



Work 

(-1.00.0.56) 

-0,87(0.1323) 

-0.40(0.6000) 



Vehicles 

(NA. NA) 

-l.QG(NA) 

-1.00(NA) 



Other places 

(-0.47,0.44) 

-0.01(0,9517) 

0.23(0.3339) 



Away from home combined 

(-0.45.0.37) 

-0,05(0.8360) 

0,22(0.3070) 


Weighted 

Spouse at home 

(NA, NA) 

l.OOfNA) 

1,00 (NA) 



Others at home 

(-U.94,0.77) 

-0.35(0.5629) 

0.00(1.000(1) 



At home combined 

(-0.24,0.94) 

0.62(0.1344) 

0.52(0.2274) 



Work 

( 1.00,0.62) 

0.8-1(0.1563) 

0.80(0.2000) 



Vehicles 

(NA, NA) 

-1 00(NA) 

-1 00(NA) 



Other places 

(-0 3 8,0.52) 

0.08(0.7310) 

0.38(0.1113) 



Away from home combined 

(-035,0.47) 

0.07(0,7527) 

0.31(0.1458) 


" Non-Weighted refers to the number of hours exposed to environmental tobacco smoke, lor others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from humc combined. Weighted refers to the number ofliouns exposed lo environmental tobacco smoke times the intensityf I—mild, 2=mode rate. 3=scvcre) of 
smoke. 

h Away from home combined refers to exposure from at least one of rhe following: work, vehicles, other places. At home enmhined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison ofDuration ofExposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 4 of 13) 




Duration of Exposure* 

Independent Variable h 

95% Confidence Interval 1 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 1 

Nicotine-N-glucuronide (nmol/mg Creatinine) 

Non-Weighted 

Spouse at Ironic 

(blA , NA) 

1 OO(NA) 

1.00(NA) 




Others at home 

(-0.94.0.78) 

■0.33(0.5908) 

-0.29(0.6376) 




At home combined 

(-0.63.0.84) 

(I 23(0 f>!77) 

-0.14(0.7620) 




Work 

(-0.99,0.75) 

-0 76(0.2450) 

-0.80(0.2000) 




Vehicles 

(NA , NA) 

-l.00(NA) 

-1.00(NA) 




Other places 

(-0.50.0.38) 

-0.07(0.7550) 

0,22(0.3524) 




Away from home combined 

(-0,42.0.39) 

-0.02(0.9260) 

0.32(0.1295) 



Weighted 

Spouse at home 

(NA, NA) 

l.OO(N'A) 

I.O0(NA) 




Others at home 

(-0.94,0.78) 

-0.33(0.59081 

-0.29(0.6376) 




At home combined 

(-0.59.0.86) 

0.30(0.51681 

-0.14(0.7620) 




Work 

(-0.98.0.93) 

-0.27(0.7295) 

-0.40(0.6000) 




Vehicles 

(NA , NA) 

-l.OO(NA) 

-I.001NA) 




Other places 

(-0.32.0.55) 

0.15(0.5382) 

0.41(0.0755) 




Away from home combined 

(-0,20.0.57) 

(1.22(0.3078) 

0.42(0.0414) 


Colinifie-N-glucuronlde (nmol/mg Creatinine) 

Nnn-Weighted 

Spouse at home 

(NA, NA) 

1.00INA) 

1.00(NA) 




Others at home 

(-0.89 . 087) 

-0.05(0.9378) 

0.00(1.0000) 




At home combined 

(-0.45.0.90) 

0.46(0.2997) 

0.28(0.5420) 




Work 

(-1.00.0.31) 

-0.93(0.0722) 

-1.00(0 (KKXJ) 




Vehicles 

(NA, NA) 

~t.00(NA) 

-l.OO(NA) 




Other places 

(-0.49,0.36) 

-0.08(0.7313) 

0.39(0.0844) 




Away from home combined 

(-0.48,0.31) 

-0 10(0.6330) 

0.36(0.075S) 



Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

1.00(NA) 




Others at home 

(-0.89 . 087) 

-0.05(0.9378) 

0.000.0000) 




At home combined 

(-0.42.0 91) 

0.49(0.2 661) 

0.28(0.5420) 




Wurk 

(-0,99.0.74) 

-0.76(0.2378) 

-0.80(0.2000) 




Vehicles 

(NA ,NA) 

-1.00(NA) 

-1.0O(NA) 




Other places 

(-0.40.0.46) 

0.03(0.8843) 

0.46(0.0355) 




Away from home combined 

(-0.37.0.42) 

0.03(0.8895) 

0.40(0.0468} 


8 Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. Tor others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensilyt I=mild t Immoderate, 3=severe) of 
smoke. 

h Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Dav Period Before Sample Collection 

(Page 5 of 13) 


Pearson Correlation Spearman rank-order 

Tiroepoinc Biomarker _ Duration of Exposure* _ independent Variable* 95% Confidence Interval 15 Coefficient (P-value) C oe fficient (P-value) 


Week 2 Snm of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

{NA , NA) 

-l.00(NA) 

-I.OOfNA) 



Othere at home 

(0.22.1.00) 

0.97(0.0251) 

0.95(0.0513) 



At home combined 

(-0.29.0.9S) 

0.68(0.1371) 

0.81 (0.0499) 



Work 

(NA, NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA .NA) 

0.22(0.8590) 

0.00(1.0000) 



Other places 

(-0.50,0.38) 

-0.08(0.7417) 

0.47(0.0347) 



Away from home combined 

(-0.46,0.36) 

-0.07(0.7672) 

0.37(0.0807) 


Weighted 

Spouse at home 

(NA, NA) 

-f.00(NA) 

-1.00(NA) 



Others at home 

(-0-24.1.00) 

0.94(0.0628) 

0 95(0.0513) 



At home combined 

(-0.76,0.85) 

0.14(0.7972) 

0.81(0.0499) 



Work 

(NA, NA) 

NA(NA) 

NA(N'A) 



Vehicles 

(NA, NA) 

0.22(0.8590) 

0.00(1.0000) 



Other places 

(-0.47,0.41) 

-0.04(0.8798) 

0.38(0.0939) 



Away from home combined 

(-0.43,0.40) 

-0.02(0.9269) 

0.22(0.3188) 

Nicotine (nraol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA . NA) 

-I.OOfNA) 

-I.OOfNA) 



Others at home 

(-0.88.0.99) 

0.51(0.4863) 

0.39(0.6111) 



At home combined 

(-0.74,0.87) 

0.19(0.7242) 

0.19(0.7215) 



Work 

(NA, NA) 

NA(NA) 

NAfNA) 



Vehicles 

(NA. NA) 

-0.99(0.0965) 

-0.87(0.3333) 



Other places 

(-0.59,0.26) 

-0.21(0.3836) 

-0.01(0.9562) 



Away from home combined 

(-0.55.0.25) 

-0.18(0.4047) 

0.01(0.9669) 


Weighted 

Spouse at home 

(NA. NA) 

-I.OOfNA) 

-1.00(NA) 



Others at home 

(-0.88.0.99) 

0.52(0.4780) 

0.39(0.6111) 



Al home combined 

(-0.87,0 74) 

-0.18(0.7289) 

0.19(0.7215) 



Work 

(NA, NA) 

NA(NA) 

NAfNA) 



Vehicles 

(NA , NA) 

-0.99(0.0965) 

-0.87(0.3333) 



Other places 

(-0.57.0.29) 

-0.18(0.4605) 

003(0.9120) 



Away from home combined 

(-0.53.0.28) 

-0.15(0.5019) 

0.01(0.9570) 


* Non-Weighted refers to the number ofhours exposed to environmental tobacco smoke For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, oihcr places, and away from home combined. Weighted refers to the number ofhours exposed to environmental tobacco smoke times the intenstty{ l=milct, 2=moderate* 3=$evere) of 
smoke. 


b Away from home combined refers to exposure from at least OTIC of the following: work, vehicles, other places. At home eomhined refers to at least one of the following: spouse at home, other* at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 6 of 13) 


Peareon Correlation Spearman rank-order 

Timcpoitit Biomaiker __ Duration of Exposure* _ Independent Variable* 95% Confidence Interval* Coefficient (P-vatue) Coefficient (P-value) 


Week 2 Coliriine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

-I.OOfNA) 

-LOOfNA) 



Others at home 

(-0.25,1.00) 

0.94(0.0642) 

0.63(0.3675) 



At home combined 

[-0.58.0.95) 

0.62(0.1871) 

0.71(0.(170) 



Work 

(NA , NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA.NA) 

0.00(1.01X10) 

0.00(1.0000) 



Other places 

(-0.54,0.331 

-0.13(0.5877) 

0.31(0.1854) 



Away from home combined 

(-0.50,0.32) 

-0.11(0.6171) 

0.29(0.1782) 


Weighted 

Spouse at home 

(NA , NA) 

-i 00(NA) 

-1 00(NA) 



Others at home 

(-0.00.1.00) 

0.95(0.0467) 

0.63(0.3675) 



At home combined 

(-0.74,0.86) 

0.17(0.7441) 

0.71(0.1170) 



Work 

(NA, NA) 

NA(NA) 

NAfNA) 



Vehicles 

(NA , NA) 

0.00(1.0000) 

0.00(1.0000) 



Other places 

(-0.51.0.37) 

-0.09(0.713 8) 

0.26(0.2608) 



Away from home combined 

(-0.47,0.36) 

-0.07(0.7660) 

0.22(0.3189) 

Trans-3-hydroxycotinine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA. NA) 

-l.OO(NA) 

-1.00(NA) 



Others al home 

(0.75,1.00) 

0.99(0.0056) 

0.95(0.0513) 



At home combined 

(-0.21 ,0.97) 

0.73(0.1026) 

0.79(0.0592) 



Work 

(NA , NA) 

NAfNA) 

NA(NA) 



Vehicles 

(NA. NA) 

0.50(0.6667) 

0.50(0.6667) 



Other places 

(-0.05,0.7!) 

0.40(0.0826) 

0.45(0.0440) 



Away from home combined 

(-0.04,0.69) 

0.38(0.0718) 

0.33(0.1216) 


Weighted 

Spouse at home 

(NA.NA) 

-1.00(NA) 

-1,00(NA) 



Others al home 

(0.42,1.00) 

0.98(0-0161) 

0.95(0 0513) 



AT home combined 

(-0.67,0.89) 

0.30(0.5607) 

0.79(0.0592) 



Work 

(NA, NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA.NA) 

0.50(0.6667) 

0 50(0 6667) 



Other places 

(0.04,0.76) 

0.47(0.0350) 

0.42(0 0678) 



Away from home combined 

(0.05,0.73) 

0.45(0.0293) 

0.22(0.3034) 


a Non-Weighted refers to the number of hours exposed (o environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away ftom home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times ihc inlen$ily( l-mild* 2-moderate, 3-severe) of 
smoke. 

b Away from home combined refere to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, othem at home. 
v 95% confidence interval for the correlation coefficient. 
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Table 14.1.4 2-5 

Comparison of Duration of Exposure of Non-Smokere Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-T)ay Period Before Sample Collection 

(Page 7ofl3) 


_ 



Pearson Correlation 

Spearman rank-order 

Timcpoint Biomarker Duration of Exposure 3 

Independent Variable 1 ' 

95% Confidence Interval* 

Coefficient (P-value) 

Coefficient (P-value) 

Week 2 Tra n s-3-hyd rosy cot t nine-O-gl o ron i de (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA.NA) 

NA(NA) 

NA(NA) 


Others at home 

{0 05.1 00) 

1.00(0 0009) 

0.95(0.0513) 


At home combined. 

(-0.15.0.99) 

0.84(0.0725) 

0.97(0.0048) 


Work 

(NA, NA) 

NA(NA) 

NA(NA) 


Vehicles 

(NA , NA) 

0.51(0.6562) 

0.87(0.3333) 


Other places 

(-0.11.0.72) 

0.38(0.1237} 

0.23(0.36211 


Away from home combined 

(-0.15,0.65) 

0.30(0.1839) 

0.12(0.5940) 

Weighted 

Spouse ar home 

(NA , NA) 

NA(NA) 

NA(NA) 


Others at home 

(0.55,1.00) 

0.99(00115) 

0.9510.0513) 


At home combined 

(-0.28,0.99) 

0.80(0.103!) 

0.97(0.0048) 


Work 

(NA.NA) 

NA(NA) 

NA(NA) 


Vehicles 

(NA, NA) 

0.51(0.6562) 

0.87(0.3333) 


Other places 

(-0.02,0.76) 

0-45(0.0579) 

0.22(0.3851) 


Away from home combined 

(-0.07,0.69) 

0.37(0.0999) 

0.03(0.9119) 

Nicotine-N-glucuronide (nmol/mg Creatinine) Non-Wcightcd 

Spouse at home 

(NA.NA) 

l.OCKNA) 

1.00(NA) 


Others at home 

(-0.96,0.96) 

0.03(0.9730) 

0.78(0.2222) 


At home combined 

(-0.81,0.81) 

0.00(0.9971) 

0.63(0.1828) 


Work 

(NA, NA) 

NA(NA) 

NA(NA) 


Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 


Other places 

(-0.61,0.30) 

-0.20(0.4285) 

0.22(0.3884) 


Away from home combined 

(-0.56,0.28) 

-0.17(0.4597) 

0.19(0.3995) 

Weighted 

Spouse at home 

(NA, NA) 

l.OOfNA) 

l,00(NA) 


Qthere at home 

(-0.97,0.95) 

-0.13(0.8749) 

0.76(0.2222) 


At home combined 

(-0.82,0.80) 

-0.03(0.9523) 

0.63(0.1 828) 


Work 

(NA , NA) 

NA(NA) 

NA(NA) 


Vehicles 

(NA.NA) 

NA(NA) 

NA(NA) 


Other places 

(-0.59.0.33) 

-0.17(0.5106) 

0.20(0.4188) 


Away from home combined 

(-0.54,0.32) 

-0.13(0.5610) 

0.10(0.6706) 

■ Noil-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental lohaccn smoke times 

(he number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers lo the number ©f hours exposed to 

environmental tobacco smoke times the intcn$ity< l=mild, 2 = 

=moderate, 3=acvcre) of 

smoke. 





11 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one 

of the following: spouse at home, others at home. 



c 95% confidence interval for the correlation coefficient. 
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Tabic 14.1 4 2-5 

Comparison of Duration of Exposure of Non-Smokcre Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 8ofl3) 



Duration of Exposure* 

Independent Variable* 

95% Confidence Interval” 

Pearson Correlation 
Coefficient (P*value) 

Spearman rank-order 
Coefficient (P-value) 

Week 2 Cotinine-lV-glucBronide (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA. NA) 

1,00(NA) 

1.00(NA) 



Others at borne 

(-0.72,1.00) 

0.78(0.2181) 

0.95(0.0513) 



At home combined 

(-0.51 .0.94) 

0.52(0.2951) 

0.70(0.1248) 



Work 

(NA , NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA. NA) 

032(0.7946) 

0.00(1.0000) 



Other places 

(-0.46.0.42) 

-0.02(0.9219) 

0.54(0.0138) 



Away from home combined 

(-0.43,0.39) 

-0.03(0.908.3) 

0.44(0.0342) 


Weighted 

Spouse at home 

(NA, NA) 

i.OOfNA) 

I.OOfNA) 



Others at home 

(-0.81 ,0.99) 

0.68(0.3219) 

0,95(0.0513) 



At home combined 

(-0.82,0.81) 

-0.02(0.9755) 

0.70(0.1248) 



Work 

(NA , NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA, NA) 

0.32(0.7946) 

0.00(1.0000) 



Other places 

(-0.45,0.43) 

-0.01(0.9666) 

0,48(0.0337) 



Away from home combined 

(-0.42.0.40) 

-0.01(0.9648) 

0.31(0.1520) 


* Non-Weighted refets to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted reft rs to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity! I =mi!d, 2=moderate, 3=severe) of 
smoke. 

k Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

' 95% confidence interval for the correlation coefficient. 
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Table [4 1 4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 9 of 13) 


Pearson Correlation Spearman rank-order 

Timcpoint_Biotnarker_ Dutaiior) of Exposure* _ independent Variable 1 ' 95% Confidence Intetval 1 Coefficient (P-vahie) _ Coefficient (P-value) 


Week 3 Sum ofNicotine and Nicotine metabolite? (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Othere at home 

(NA, NA) 

NA(NA) 

NA(NA) 



At home combined 

(NA. NA) 

0.98(0.1236) 

1 00(0.0000) 



Work 

(-0 60,0.97) 

0.60(0.2812) 

0.37(0.5418) 



Vehicles 

{NA ,NA> 

NA(NA) 

NA(NA) 



Other places 

(-0.28,0.83) 

0,42(0.2247) 

0.56(0.0910} 



Away from home combined 

(0.35,0.91) 

0.73(0.0019) 

0.57(0.0261) 


Weighted 

Spnnse At home 

(NA , NA) 

l.OO(NA) 

1 00(NA) 



Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 



At home combined 

(NA , NA) 

0.98(0.1296) 

0.50(0.6667) 



Work 

(-0.5! ,0.98) 

0.68(0.2076) 

0.54(0.3467) 



Vehicles 

(NA,NA) 

NA(NA) 

NA(NA) 



Other places 

(-0.48,0.75) 

0,22(0.5457) 

0.53(0.1133) 



Away from home combined 

(0.55 f 0.94) 

0.83(0.0001) 

0.63(0.0111) 

Nicotine (n mol/mg Creatl nine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

I.OO(NA) 

1.00(NA) 



Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 



At home combined 

(NA, NA) 

0.99(0.0906) 

1.00(0.0000) 



Work 

(-0.90,0.86) 

4108(0.8999) 

-0.57(0.3120) 



Vehicles 

(NA. NA) 

NA(NA) 

NAfNA) 



Other places 

(-0.67.0.58) 

-007(0.8410) 

-0.09(0.8008) 



Away from home combined 

(0.25 .0.88) 

0 68(0.0056) 

-0.02(0.9408) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

1 .OO(NA) 



Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 



At home combined 

(NA , NA) 

0.99(0.0966) 

0.50(0.6667) 



Work 

(-0.90,0.87) 

-0.07(0.9160) 

-0.47(0.4228) 



Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 



Other places 

(-0.82,0.3.3) 

-0.38(0.2747) 

-0.44(0.2061) 


- 

Away from home combined 

(0.49,0.93) 

0.60(0.0003) 

-0.05(0.8500) 


' Nun-Weighted refers to the number ofliouts exposed lo environmental lobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental lobacco smoke times the iniensityf I -mild. 2=moderate, 3=severe) of 
smoke. 


h Away from home combined refers to exposure from at least one of the following: work, vehicles, otherplaces. At home combined refers to at least one of the following: spouse at home, others at home. 
‘ 95% confidence interval for the conelation coefficient. 
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Tabic 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 10 of 13) 


Timepoint 

Bio marker 

Duration of Exposure' 1 

Independent Variable* 1 

95% Confidence Interval 6 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 3 

Cotininc (nmol/mg Creatinine) 

Non-Weighted 

Spouse at bonw 

(NA.NA) 

l.OO(NA) 

I.OO(NA) 




Others at home 

(NA . NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA . NA) 

0.97(0.1485) 

1.00(0.0000) 




Work 

(-0.90,0.87) 

-0.06(0.9197) 

-0.29(0.6366) 




Vehicles 

(NA . NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.47,0.75) 

0.22(0.5343) 

0.25(0.4824) 




Away from home combined 

(0.18.0.87) 

0.64(0.0109) 

0.29(0.2874) 



Weighted 

Spouse nr home 

(NA , NA) 

1 .ft0(NA) 

1.00(NA) 




Others at home 

(NA.NA) 

NA(NA) 

NAINA) 




At home combined 

(NA , NA) 

0.97(0.1545) 

0.50(0.6667) 




Work 

(-0.88,0.88) 

0.01(0.9874) 

-0.11(0.8626) 




Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.57.0.68) 

0,09(0.8062) 

0.30(0.3960) 




Away from home combined 

(0.41 ,0.92) 

0.76(0.0009) 

0.38(0.1661) 


Trans-3-hydroxycodnfne (nmolfmg Creatinine) 

Non-Weighted 

Spouse at home 

(NA.NA) 

1.00(NA) 

I.00(NA) 




Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA, NA) 

0.95(0.2051} 

1.00(0.0000) 




Work 

(-0.50,0.98) 

0.68(0.2036) 

0.21(0.7406) 




Vehicles 

(NA.NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.1(1.0.86) 

0.50(0.1392) 

0 61(0.0598) 




Away from home combined 

(0.36.0.91) 

0.74(0.0017) 

0.62(0.0140) 



Weighted 

Spouse at home 

(NA, NA) 

l.OO(NA) 

!.00{NA) 




Others ai home 

(NA.NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA.NA) 

0.95(0.2111) 

0,50(0.6667) 




Work 

(-0.50,0.98) 

0.68(0.2030) 

0.32(0.6042) 




Vehicles 

(NA .NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.41 .0.78) 

0.30(0.3982) 

0.44(0.2036) 




Away from home combined 

(0.58,0.95) 

0.84(0.0001} 

0.62(0.0)45) 


s Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. !’or others at home, spouse at home, and ai home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intcnsity(l~mild. 2=modcratc, .Vsevere) of 
smoke. 

h Away from home combined refers to exposure from at least one of the following- work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, otheix at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4 2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 11 of 13) 


Timepoinr Biontarker Duration of Exposure" 

Independent Variable 1 ’ 95% Confidence Interval 0 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 3 Trans-3-hydrnxycotlnfnc-O-glucuronide (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA, NA) 

1.OOfNA) 

I.OO(NA) 


Others at home 

(NA , NA) 

NAfNA) 

NA(NA) 


At home combined 

(NA, NA) 

0.99(0.1048) 

i .00(0 0000) 


Work 

(0.62,1.00) 

0.99(0.0094) 

0.80(0.2000) 


Vehicles 

(NA, NA) 

NA(NA) 

NAfNA) 


Other places 

(0.28.0.95) 

0.79(0.0105) 

0.89(0.00151 


Away from home combined 

(0.38,0.93) 

0.77(0.0021) 

0.93(0.0000) 

Weighted 

Spouse at home 

(NA. NA) 

l.OOfNA) 

l.OOfNA) 


Others at home 

(NA, NA) 

NA(NA) 

NAfNA) 


At home combined 

(NA , NA) 

0.98(0.1108) 

0.50(0.6667) 


Work 

(0.17,1.00) 

0.y7(Q.0279) 

0.63(0.3675) 


Vehicles 

(NA , NA) 

NAfNA) 

NA(NA) 


Other places 

(-0.38,0.83) 

0.38(0.3097) 

0.50(0.1747) 


Away from home combined 

(0.42,0.93) 

0.79(0.0014) 

0.81(0.00091 

Nicatine-N-glucuronide (nmol,'rug Creatinine) Non-Weighted 

Spouse at home 

(NA , NA) 

1,OOfNA) 

1.00(NA) 


Others at home 

(NA, NA) 

NA(NA) 

NA(NA) 


At home combined 

(NA, NA) 

0.99(0.0670) 

0.50(0.6667) 


Work 

(-0.95,0.73) 

-0.42(0.4794) 

-0.34(0.5707) 


Vehicles 

(NA, NA) 

NA(NA) 

NAfNA) 


Oiher places 

(-0.17,0.86) 

0.52(0.1274) 

0.52(0.1232) 


Away from home combined 

(0.05,0.83) 

0.55(0.0342) 

0.24(0.3834} 

Weighted 

Spouse at home 

(NA, NA) 

l.OOfNA) 

1.00CNA) 


Others at home 

(NA, NA) 

NAfNA) 

NA(NA) 


At home combined 

(NA, NA) 

1.00(0.0610) 

1.00(0.0000) 


Work 

(-0.94,0.79) 

.0.31(0.6119) 

-0 18(0.7761) 


Vehicles 

(NA. NA) 

NAfNA) 

NAINA) 


Other places 

(-0.08.0.89) 

0.58(0.0807} 

0.56(0.0945) 


Away from home combined 

(0.35,0.90) 

0.73(0.0020) 

0.28(0.3122) 

" Non- Weighted refers tn the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 

the number of cigarettes smoked. Fur work, vehicles, ul her places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity; I =mild, 2 

■^moderate, 3"severe) of 

smoke. 





h Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 



c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 12 of 13) 


Time point 

Biotrarker 

Duration of Exposure' 

Independent Variable 1 ’ 

95% Confidence Interval* 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 3 

Cotimtic-N-glucuronide (nmol/mg Creatinine) 

Non-Wcightcd 

Spouse at home 

(NA , NA) 

1,00(NA) 

1.00(NA) 




Others at home 

(NA, NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA . NA) 

0.93(0.2384) 

0.50(0.6667) 




Work 

(-0.38.0.98] 

0.75(0.1403) 

0.62(0.2690) 




Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.36.0.80) 

0.35(0.3161) 

0.56(0.0905) 




Away from home combined 

(0.18,0.87) 

0.64(0.0109) 

(3.60(0.0] 80) 



Weighted 

Spouse at home 

(NA, NA) 

t.00(NA) 

I.OOfNA) 




Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA , NA) 

0.93(0.2324) 

1.00(0.0000) 




Work 

(-0.22,0.991 

0.82(0.0877) 

0.74(0.1546) 




Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.58,0.68) 

0.08(0.8278) 

0.44(0.2036) 




Away from home combined 

(0.14,0.85) 

0.61(0.0158) 

0.60(0.0173) 


* Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, otherplaces, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity! l=mild. 2=moderate, 3=severe) of 
smoke. 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
e 95% confidence interval for the correlation coefficient. 
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Tabic 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 13 of T 3) 


Timepoint 

Biomarker 

Duration of Exposure* 

Independent Variable* 1 

95% Confidence Interval* 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-nnder 
Coefficient (P-value) 

Week 6 

4-Amlnoblphenyl-Hb adduct (pg/g hemoglobin) 

Non-Weighted 

Spouse at home 

(NA , NA) 

-!.00(NA) 

-!.00(NA) 




Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA . NA) 

-0 18(0 8837) 

0.50(0.6667) 




Work 

(NA, NA) 

0.82(0.3900) 

1.00(0.0000) 




Vehicles 

(NA, NA) 

0.55(0.6263) 

0.50(0.6667) 




Other places 

f-0.62.0,25) 

-0.23(0.3532) 

-0.23(0.3464) 




Away from home combined 

(-0.52,0.34) 

-0.11(0.6312) 

-0.17(0.4542) 



Weighted 

Spouse at home 

(NA , IMA) 

-I.OOfNA) 

-1.00<NA) 




Others at home 

(NA, NA) 

NAtNA) 

NA(NA) 




At home combined 

(NA , NA) 

-0.22(0.8618) 

0.50(0.6667) 




Work 

(NA, NA) 

0.52(0.6555) 

0.50(0.6667) 




Vehicles 

(NA, NA) 

0.80(0.4140) 

0.50(0.6667) 




Other places 

(-0.00.0.28) 

-0.20(0.4090) 

-0.14(0.5692) 




Away from home combined 

{-0.48,0.38) 

-0.07(0.7762) 

-0,11(0.6489) 


a Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity( l=mild, 2 ; =moderate, 3=severe) of 
smoke. 

6 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following; spouse at home, others at home. 

* 95% confidence interval for the correlation coefficient. 
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Tabic 14.1.4.2-6 

Comparison of Duration of Exposure of Non-Smokers Exposed lo Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page t of 4) 


Pearson Correlation Spearman rank-order 

Biomarker_ Duration of Exposure* _ Independent Variable* _ 95% Confidence Interval' _ Coefficient (P-value) _ Coefficient (P-value) 


4-Aminobiphenyl-Ilb adduct (pg/g hemoglobin) Non-Weighted 

Spouse at home 

(NA , NA) 

1.0O(NA) 

l.00(NA) 


Others at home 

(-0.83,0.64) 

-0.21(0.6464) 

0.21(0.6445) 


At home combined 

(-0.7! .o.sn 

-0.09(0.8150) 

0.17(0.6682) 


Work 

(-0.96,0.96) 

0.02(0.9847) 

0.00(1.0000) 


Vehicles 

(-0.94,0.98) 

0.25(0.7478) 

032(0.6838) 


Other places 

(-0.33,0.52) 

0.11(0.6232) 

-0.03(0.9086) 


Away from home combined 

(-0.29,0.49) 

0.12(0.5643) 

-0.04(0.8463) 

Weighted 

Spouse at home 

(NA , NA) 

1.00CNA) 

l.00(NA) 


Others at home 

(-0.83,0.64) 

-0.22(0.6397) 

021(0.6445) 


At home combined 

(-0.63,0.70) 

0.06(0.8807) 

0.18(0.6368) 


Work 

(-0.96,0.96) 

-0.04(0.9624) 

0.00(1.0000) 


Vehicles 

(-0.94,0.98) 

0.22(0.7781) 

0.00(1.0000) 


Other places 

(-0.42,0.44) 

0 01(0-9502) 

-0.04(0.8531) 


Away from home combined 

(-0.33,0.46) 

0.07(0,7234) 

-0.08(0.7086) 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

I.OOfNA) 


Others at home 

(-0.63,0.84) 

0.24(0.6093) 

0.21(0.6445) 


At home combined 

(-0,35,0.84) 

0.41(0.2708) 

0.45(0.2242) 


Work 

(-1.00,0,62) 

-0.84(0.1560) 

-0.80(0.2000) 


Vehicles 

(-0.80,0.99) 

0,70(0.3042) 

0.32(0.6838) 


Other places 

(-0.09,0.68) 

0.35(0.1146) 

0.35(0.1230) 


Away from home combined 

(-0.31 ,0.47) 

0.10(0.6495) 

0.04(0.8403) 

Weighted 

Spouse at home 

(NA, NA) 

I.OOfNA) 

1.00(NA) 


Others at home 

(-0.53,0.88) 

0.37(0.4161) 

0.21(0.6445) 


At home combined 

(-0.31 ,0.86) 

0.45(0.2267) 

0.50(0.1705) 


Work 

(-1.00.0.72) 

-0.78(0.2162) 

-0.80(0.2000) 


Vehicles 

(-0.79,0.99) 

0.72(0.2848) 

0.40(0.6000) 


Other places 

(-0.06.0.70) 

0.38(0.0906) 

0.25(0.2823) 


Away from home combined 

(-0.33.0.45) 

0.07(0.7380) 

-0.01(0.9576) 

a Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 

the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity) I=mi1d, 2= 

-moderate, 3=severe) of 


smoke. 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home 
0 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-6 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 2 of 4) 


Bio marker 

Duration of Exposure 11 

Independent Variable* 1 

95% Confidence Interval 

Pearson Correlation 
CoefTicient (P-value) 

Spearman rank-order 

Coe [Ucient (P-value) 

Nicotine (nmot/mg Creatinine) 

Non-Weightcd 

Spouse at home 

(NA T NA) 

t.OO(NA) 

l.OO(NA) 



Others at home 

<-0.69,0.80) 

0.13(0 7878) 

0.16(0.7259) 



At home combined 

(-0.62.0.71) 

(1.08(0.83771 

0.40(0.2817) 



Work 

(-0.99,0.86} 

-0.58(0.4159) 

-0.63(0.3675) 



Vehicles 

(-0.94,0.97) 

0.19(0.8088) 

-0.32(0.6838) 



Other places 

(0.0-2, n.74) 

0.44(00435) 

0.49(0.0245) 



Away from home combined 

(-0.37,0.42) 

0.03(0.8682) 

0.18(0.3994) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(-0.61,0.85) 

0.26(0.5707) 

0.16(0.7259) 



At home combined 

(-0.63,0.70) 

0.06(0.8707) 

0.45(0.2198) 



Work 

(-0.99,0.78) 

-0.72(0.2825) 

-0.63(0.3675) 



Vehicles 

(-0.94,0.98) 

0.22(0.7780) 

-0.20(0.8000) 



Other places 

(0.26.0.8.1) 

0,62(0.0028) 

0.31(0.1673) 



Away from home combined 

(-0.36,0.43) 

0.04(0.8461) 

0.13(0.5397) 

Cotinfne (nmol/mg Creatinine) 

Non-Weighted 

Spouse ai home 

(NA, NA) 

1.00CNA) 

1.00(NA) 



Others at home 

(-0.63,0.84} 

0.23(0.6204) 

0.16(0.7259) 



At home combined 

(-0.50,0.78) 

0.24(0.5301) 

0.40(0.2817) 



Work 

(-1.00,-0.74) 

-0.99(0.0060) 

-i.00(0.000(1) 



Vehicles 

(-0.92,0.98) 

0.33(0.6715) 

-0.32(0.6838) 



Other places 

(-0.13,0.66) 

0.32(0.1517) 

0.38(0.0871) 



Away from home combined 

(-0.41.0.38) 

41.02(0.9182) 

0.00(0.9907) 


Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

l.00(NA) 



Others at home 

(-0.54,0.88) 

0.36(0.4253) 

0.16(0.7259) 



At home combined 

(-0.53,0.77) 

0.21(0.5913) 

0.45(0.2198) 



Work 

(-1,00, 0.4-1) 

4X98(0.0153) 

-1.00(0.0000) 



Vehicles 

(-0.92,0.98) 

0.36(0.6405) 

-0.20(0.8000) 



Other places 

(-0.02,0.72) 

0.41(0.0623) 

0.25(0.2732) 



Away from home combined 

(41.42.0.37) 

-0.03(0.8803) 

-0.02(0.9094) 


•' Non-Weigiited refers to the number of hours exposed to environmental tobacco smoke, For others at home, spouse at home, and at home combined. Weighted refens to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the mimher of hours exposed to environmental tobacco smoke times the intensity (1 -mild. 2=moderatc. 3 ^severe) of 
smoke. 

h Away from home combined refers to exposure from at least one of the following: work, vehicles, other places At home combiner! refers to at least one of the following* spouse at home, others at home 
c 95% confidence interval for the correlation coefficient. 
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Tabic 14.1,4.2-6 

Comparison of Duration of Exposure of Non-Smokers Exposed lo Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 3 of 4) 


Biomarker Duration of Exposure® 

Independent Variable" 

95% Confidence Interval* 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Trans-3-hydroxycotinine (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA. NA) 

1 00(NA) 

l.OO(NA) 


Others at home 

(-0.26,0.93) 

0.61(0.1431) 

0.45(0.3104} 


At home combined 

(0.21,0.95} 

0 77(00161) 

0 67(0 0486) 


Work 

(-1.00.0.64) 

-0.83(0.1680) 

-0.80(0.2000) 


Vehicles 

(-0.84,0.99) 

0 62(0.3766) 

0.33(0.6667) 


Other places 

(-0.26,0.58) 

0.19(0.4020! 

0.20(0.3908) 


Away from home combined 

(-0.33,0.46} 

0.08(0.7059) 

-0.06(0.7915) 

Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

l.0O(NA) 


Others at home 

(-0.09.0.95) 

0.71(0.0743) 

0.45(0 3104) 


At home combined 

(0.08,0.93) 

0.71 (0.0332) 

0.69(0.0412) 


Wot* 

(-0.99,0.76) 

-0.75(0.2504) 

-0.80(0.2000) 


Vehicles 

(-0.83.0.99) 

0.64(0.3555) 

0.32(0.6838) 


Other places 

(-0.32,0.54) 

0.13(0.5607) 

0,11(0.6399) 


Away from home combined 

(-0.35,0.44) 

0.05(0.7990) 

-0.10(0.6332) 

Trans-J-hydrrwycullnine-O-glucuronide (nmol/mg Creatinine-) Non-Weighted 

Spouse at home 

(NA. NA) 

1.00(NA) 

l.0(MNA) 


Others at home 

(-081.0.681 

-0.15(0.7546) 

0.25(0.5852) 


At home combined 

(-0.38.0.83) 

0.38(0.3094] 

0.49(0.1854) 


Work 

(-0-W . 0.88) 

-0.53(0.4744) 

-0.40(0.6000) 


Vehicles 

(0.66, 1.00) 

0.99(0.0080) 

0.63(0.3675) 


Other places 

(-0-31 ,0.60) 

0.18(0.4725} 

0.27(0,2871) 


Away from home combined 

(-0.25,0 57) 

0.20(0.3826) 

0.12(0.6054) 

Weighted 

Spouse at home 

(NA.NA) 

1.00 (NA) 

l.OO(NA) 


Othei-s at home 

(-0.76.0.75) 

-0.01(0.9803) 

0.25(0.5852) 


At home combined 

(-0-08,0.91) 

0.02(0.0755) 

0.50(0.1684) 


Work 

(-0.99,0.87) 

-0.55(0.4508) 

-0.40(0,6000) 


Vehicles 

(0.57. 1.00) 

0.99(0.0108) 

040(0.6000) 


Other places 

(-0.45.0.49) 

0.02(0.9260) 

0.19(0.4480) 


Away from home combined 

(-0.32,0.51) 

0.12(0.6006) 

0.04(0.8626) 

3 Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home,, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 

the number ot cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(1 rnnild. 2=mo<Ierate l 3=severe) of 

smoke. 





b Away from home combined refers to exposure from at least one of the following: work, vehicles, other place; 

3. At home combined refers to at least one of the following: spouse at home, others at home. 



c 05% confidence interval for the correlation coefficient. 
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Table 14.1 A 2-6 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 4 of 41 


Biomarker 

Duration of Exposure* 

Independent Variable 1 * 

95% Confidence Interval 6 

Pearson Correlation 
Coefficient (P-valuc) 

Spearman rank-order 
Coefficient (P-value) 

Nicotine-N-glucuronide (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA.NA) 

1 00INA) 

t.OOfNA) 



Olhers at home 

(-0,86,0.75) 

-0.15(0.7754) 

0.12(0.8268) 



At home combined 

(-0.62.0.77) 

0.15(0.7204) 

0.15(0.7294) 



Work 

(-0 99,0.84) 

-0.62(0.3785) 

-0.63(0.3675) 



Vehicles 

(NA, NA) 

0.97(0.1544) 

087(0 3333) 



Other places 

(-0.28,0-58) 

0.19(0.4206) 

0.20(0.3960) 



Away from home combined 

(-0.35,0.47) 

0.08(0.7303) 

0.12(0 5948) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

I.UO(NA) 



Others at home 

(-0.77.0.85) 

0.12(0.8200) 

0.12(0.8268) 



At home combined 

(-0.49,0.84) 

0.33(0.4194) 

[1.29(0.4816) 



Work 

(-0.99,0.84) 

-0.64(0.3628) 

-0.63(0.3675) 



Vehicles 

(NA , NA) 

0.96(0.1752) 

0.50(0.6667) 



Other places 

(-0.27,0.59) 

0.20(0.3989) 

0.25(0.2946) 



Away from home combined 

(-0 38.0.44) 

0.04(0.8583) 

0.13(0.5518) 

Cotinine-N-glucuronide (nmot/mg Creatinine) 

Non-Weighted 

Spouse ai home 

(NA, NA) 

1.00 (NA) 

1.0O(NA) 



Olhers at home 

(-0.79,0.72) 

-0 08(0.8631) 

0.36(0.4271) 



At home combined 

(-0.48,0.79) 

0.27(0.4890) 

0.45(0.2220) 



Work 

(-0.99 „ 0.74) 

-0.76(0.2378) 

-0.40(0.6000) 



Vehicles 

(-0 30, 1.00) 

0.93(0.0704) 

0.32(0.6838) 



Other places 

(-0.25.0.58) 

0.20(0.3882) 

0.28(0.2151) 



Away from home combined 

(-0.32,0.46) 

0.09(0.6858) 

0.10(0.6317) 


Weighted 

Spouse at home 

(NA, NA) 

1 OO(NA) 

1-OOfNA) 



Otliere at home 

(-0.74,0.77) 

0.04(0.9349) 

0.36(0.4271} 



At home combined 

(-0.24,0.88) 

0.50(0.1670) 

0.52(0.1524) 



Work 

(-0.99.0.82) 

-0.66(0.3402) 

-0.40(0.6000) 



Vehicles 

(-0.25 , 1.00) 

0.94(0.0638) 

020(0.8000) 



Other places 

(-0.37.0.49) 

0.07(0.7519) 

0.24(0.2918) 



Away from home combined 

(-0.36,0.43) 

0.04(0.8602) 

0.07(0.7429) 


3 Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked, For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity( l=mild, 2=moderate, ?=severe) of 
smoke. 

b Away from home combined refers to exposure front at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse al home, others at home. 

1 95% confidence interval for the correlation coefficient. 
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Table 14 2 1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and'or Plasma Biutrarkers of Exposure by Timepcint and Overall 

(Page 1 ofI4> 


Bionnarker. Acetonitrile Qng/inL>/2) Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

313.81.219.47 

178.65,97.51 



SD,SE 

322.285, 45.578 

287.366,35-643 



MEDIAN 

201.20 

90.66 



MIN, MAX 

51.48,1500.00 

30.00,1500.00 



5%, 95% 

75.16, 1089.74 

30.00,812.94 


if Of BLQ/ALQ Values 

1/1 

16/1 


Week 2 

N 

48 

65 

0.0002 

MEAN, GEO MEAN 

357.78,245.18 

179.27,115.61 



SD,SE 

332.195,47.948 

176.528,21.896 



MEDIAN 

247.22 

104.08 



MIN, MAX 

30.00.1500.00 

30.00, 756.74 



5% 95% 

54.06, 1002.96 

30.00,6)0,62 


# of RT .Q/A T .0 Va lues 

1/2 

12/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

544.89,343.3! 

206.46,133-78 



SD, SE 

576.013, 84.929 

219.008,27.165 



MEDIAN 

311 35 

126.23 



MIN, MAX 

46.59,2000.00 

30 00, 1168 91 



5%. 95% 

76.49.2000.00 

30.00.619.94 


ft of BLQ/ALQ Values 

0/5 

10/0 


Week 6 

N 

42 

65 

0.0004 

MEAN, GEO MEAN 

439.65, 287.66 

224.64, 133.92 



SD, SE 

421,896.65.100 

232.664, 28.858 



MEDIAN 

284.89 

119 94 



MIN, MAX 

31.68, 1500.00 

30.00, 947.36 



5%, 95% 

97.44,1405.38 

30,00,670.92 


# of BLQ/ALQ Values 

0/1 

13/0 


Overall’ 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

409.36, 326.55 

197.26.159.57 



SD, SE 

270.039,38 189 

135.413. 16.796 



MEDIAN 

352.45 

156.3! 



MIN, MAX 

82.80. 1084.24 

30.00, 701,92 



5%, 95% 

80.83, 1006 07 

44.47.452 36 



3 P-value from Wilcoxnn rank-stmt test. 

* Overall values calculated by first averaging the results across visits within a subject, then ealeu luting the descriptive statistics across snhjects Count of BLQ/ALQ values does not apply as (he n [ 0 AI () \ alucs were cons cited to the limit 
of the quantification (e.y.. '<1.234' will he used as '1.2343 for the averages across visits within a subject thus eliminating all BI O Al.Q values for the overall statistics. 


Final Draft: 25 March 2003 


Pnitc 3X4 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437623 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 2 of 14) 


Biomarkcr. Acetonitrile ((nmol/L>2) Anal yt ical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

7650.8. 5550.7 

4355.5. 2377.2 



SD, SE 

7857.31,1111.19 

7005.98. 868.99 



MEDIAN 

4905.3 

2210.3 



MIN, MAX 

1255 1,36570.0 

731.4,36570.0 



5%. 95% 

1832.4.26567.9 

731.4,19819.5 


#ofBLQ/ALQ Values 

1/1 

16/1 


Week 2 

N 

48 

65 

0.0002 

MEAN, GEO MEAN 

8722.7,5977.6 

4370.5, 2818.5 



SD, SE 

8098.92, 1168.98 

430.3.74, 533.81 



MEDIAN 

5027.1 

2537.5 



MIN, MAX 

731.4. 36570.0 

731.4, 18449.3 



5%, 95% 

1318.0, 24452.2 

731.4, 14886.9 


» of BLQ/ALQ Values 

1/2 

12/0 


Wee!(3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

13284.4, 8369.8 

50.33.4. 3261.6 



SD, SE 

14043.21, 2070.56 

5339.41, 662.27 



MEDIAN 

7590.7 

3077.5 



MIN, MAX 

1135.0, 48760.0 

731.4,28498.0 



5%, 95% 

1864.8, 48760.0 

731 4. 15114.1 


# of BLQ/ALO Values 

0/5 

10/0 


Week 6 

N 

42 

65 

0.0004 

MEAN, GEO MEAN 

10718.6. 7013.0 

5476.8, 3265.0 



SD, SE 

10285.83, 1587.14 

5672.36, 703.57 



MEDIAN 

6945.6 

2924.1 



MIN. MAX 

772.4.36570.0 

731.4, 23096.6 



5%, 95% 

2375.6,34287.5 

731.4,16357.0 


H of BLQ/ALQ Values 

0/1 

13/0 


Overall' 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

9980.1, 7961.1 

4809.1,3890.3 



SD, SE 

6583.55, 931.05 

3301 38, 409 49 



MEDIAN 

8592.6 

3810.7 



MIN. MAX 

2ft 1 R.6, 26433.8 

731.4.17112.8 



5%, 95% 

2116.9.24527.9 

1084.1. 11028.6 



3 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as ihe ft IQ Al.Q values were eon\ erred to the limil 
of the quantification (e.g., *<1.234‘will be used as ‘1.2343 for the averages across visits w itliin a subject thus eliminating all Bl.Q ALQ values for the overall statistics. 
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PM3006437624 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.M 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 3 of 14) 


Biomarker: Acetonitrile (((nfi/mLVcifiaicttc perday)/2) Analytical Lab: Madison _____ 

Timepoint _ Statistic _ Smokers _ Non-Smokers 


P-valuc J 


Week 1 

N 

50 


MEAN. GEO MEAN 

24.9!. 16.86 


SD.SE 

25.207,3.565 


MEDIAN 

14.34 


MIN. MAX 

3.39,116.91 


5%, 95% 

5.47,84.16 


# of BLQ/A LQ Values 

I/I 

Week 2 

N 

48 


MEAN, GEO MEAN 

32.28, 19.21 


SD,SE 

42.578, 6.146 


MEDIAN 

15.81 


MIN. MAX 

3.93,205.14 


5%, 95% 

5.98,150.00 


tt ofBEQ/ALQ Values 

1/2 

Week 3 

N 

46 


MEAN, GEO MEAN 

56.90,27.36 


SD, SE 

81.250, 11.972 


MEDIAN 

21.09 


MIN, MAX 

4.25. 333.33 


5%. 95% 

7.09.250.00 


# of BLQ/ALQ Values 

0/5 

Week 6 

N 

42 


MEAN, GEO MEAN 

47.33,21.54 


SD, SE 

108.798, 16.781 


MEDIAN 

18.74 


MIN. MAX 

3.17.703.19 


5%, 95% 

5.17,127.61 


it of BLQ/ALQ Values 

0/1 

Overall" 

N 

50 


MEAN, GEO MEAN 

39.94, 26,59 


SD, SE 

45.691,6.462 


MEDIAN 

28.87 


MIN, MAX 

4.35,264.63 


5%. 95% 

7.46. 129% 


NOTE: Values listed wen: normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxoti rank-sum test. 

* Overall values calculated by first averaging rhe results across visits within a subject, then calculal ini* (lie tlescripiivc statistics across subjects. Count of BI,Q/ A LQ values does noi apply as the Bl 0 AIO \ a lues were cnnu'tied to 1 he limit 
of the quantification (c.g., '<1.234* will be used as ‘1.234*) for the averages across \ishs within a suhjcci Uni's eliminating all Bl.Q Al.O values for the overall statistics. 
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PM3006437625 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood ami/or Plasma Biomarkers of Exposure by Timepoim and Overall 

(Page 4 of 14) 


Biomarker; Acetonitrile (ttnmoi* L >rig .arene per dayV2 )_ Analytical Lab. Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers 


P-value' 


Week 1 

N 

50 


MEAN.CEO MEAN 

607.2,411-0 


SD, SE 

614 52,86.91 


MEDIAN 

349.5 


MIN, MAX 

82.7,2850.2 


5%. 95% 

133.3,2051.9 


tt of BLQ/ALQ Values 

1/1 

Week 2 

N 

48 


MEAN, GEO MEAN 

787.0,468.2 


SD. SE 

1038.05. 149.83 


MEDIAN 

385.4 


MIN, MAX 

95.9. 5001.3 


5%, 95% 

145.7, 3657.0 


n of BLQ/ALQ Values 

1/2 

Week 3 

N 

46 


MEAN, GEO MEAN 

1387.2,667.2 


SD, SE 

1979.68,291.89 


MEDIAN 

514.0 


MIN. MAX 

103.6.8126.7 


5%. 95% 

172.7,6095.0 


# of BLQ/ALQ Values 

0/5 

Weeks 

N 

42 


MEAN, CEO MEAN 

1153.9,525.1 


SD, SE 

2652.49, 409.29 


MEDIAN 

456.7 


MIN, MAX 

77.2, 17143.8 


5%, 95% 

126.1,3111.1 


U of BLQ/ALU Values 

(VI 

Overall* 

N 

50 


MEAN, GEO MEAN 

973.7,648.7 


SD. SE 

1113.95.157.54 


MEDIAN 

703.7 


MTN, MAX 

106.1,6451.6 


5%, 95% 

181.7,3168,4 


NOTH: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

r Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., *<1.234* will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437626 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table U 2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and'or Plasma Biomarkerc of Exposure by Timepoint and Overall 

(Pages of 14) 


Biomarker 3-Amlnoblphcnvl-Hb adduct (pg/g hemoglobin) Analytical Lab. Harrogate 


Timepoint _ Statistic _ Smokers 

Week I N 49 

MEAN, CEO MEAN 3.80,2.70 

SD. SE 077, 0.482 

MEDIAN 2.58 

MIN, MAX 0.50, 15.03 

5%, 95% 0.87.10.43 

# of BLQ/ALQ Values 2/0 

Week 6 N 42 

M EAN, GEO MEAN 5.36,2.93 

SD, SE 9.783, 1.510 

MEDIAN 3 .U 

MIN, MAX 0.50, 63.34 

5%, 95% 0.50,12.65 

# of BLQ/ALQ Values 3/0 

Overall* N 50 

M EAN, GEO MEAN 4.39, 2,89 

SO, SE 5.147,0.728 

MEDIAN 2.79 

MIN, MAX 0.50.32.18 

5%, 95% 0.81,13.14 


Nun-Smokers ____F-value' 


65 < 0001 

0.59. 0.54 
0.511,0.063 
0.50 

0.50.4.59 

0.50,0.77 

53/0 

65 <0(101 

0.59,0.55 
0.336, 0.042 
0.50 

0.50, 2.46 
0.50, 1.35 
59/0 

05 <.0001 

0.59,0.56 
0.303,0.038 
0.50 

0 50,2.55 
(1.50,1.09 


a P-value from Wlfcoxon rank^sum test. _—- 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’will be used as '1.234 ■) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437627 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 6 of 14) 


Biomarkcr: 3-Aminobiphenyl-Ilb adduci <(pg/£ henioglobinycigaicltc per day") 

Analytical Lab: Harrogate 



Time point 

Statistic 

Smokers 


Non-Smokers 

F-value* 

Week ! 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 05% 

# of BLQ/ALQ Values 

49 

0.27,0,21 
0.225. 0.032 

0.21 

0 06,1.17 

0.06.0.57 

2/0 



NA 

Week 6 

N 

MEAN, GEO MEAN 

SO, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

42 

1.05.0.22 
4.85b, 0.75U 
0.18 

0.03,31.67 

0.05,1.05 

3/0 



NA 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

50 

0.60,0.23 

2.242,0.317 

0.22 

0.05,16.01 

0.06, 1.11 



NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wifcoxon rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as T.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437628 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of] 4) 


Bioniarker: 4-Aminobiphenvl-Hb adduct (pg/g hemoglobin) Analytical Lab: Harrogate 



Statistic 

Smokers 

Non-Smokeis 

P-value 

Week I 

N 

49 

65 

<.0001 

MEAN, GFO MEAN 

34.39. 28.34 

7.28,6.51 



SD.SE 

21.781,3.112 

3.713,0.460 



MEDIAN 

28.94 

6.55 



MIN, MAX 

5.35,100.50 

2.49,23.25 



3%. 95% 

8.56.87.23 

3.12, 13.59 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 6 

N 

42 

65 

<.0001 

MEAN. GEO MEAN 

59.01,37.81 

8.81,7.96 



SD, SE 

120.309,18.564 

4.559, 0.566 



MEDIAN 

38.15 

7.50 



MIN, MAX 

7.27, 808.80 

4.09, 27.86 



5%. 95% 

9.56,90.32 

4.36, 16.50 


If of BLQ/ALQ Values 

0/0 

0/0 


Overall’ 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

44.31,33.14 

8.05,7.35 



SD.SE 

56.254, 7.956 

3.826, 0.475 



MEDIAN 

34.25 

7.02 



MIN, MAX 

6.31,408.68 

3.62,22.96 



5%, 95% 

11.43.82.02 

3.88.15.04 



* P-valiiS from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the desenptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<I.234’ will be nsedas '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437629 


RSR 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers ofBlood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 8 nfl4) 


Biomarker: 4-AminobiDhenvl-Hb adduct (In*/* bemoolobinycicarette per day) 

Analytical Lab: Harrogate 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

49 

2,79,2.20 
2.710,0.387 

2.17 

0.59.18.14 

0.90,6.43 

0/0 


NA 

Week 6 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of B1.Q/ALQ Values 

42 

12.99,2.83 

62.106.9.583 

2.38 

0.95,404.40 
1,29, 8 15 

0/0 


NA 

Overall* 

N 

MEAN, GF43 MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

50 

7.07,2.62 

28.615,4.047 

2.19 

0.90,203.63 
1.16, 8.27 


NA 

NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as 

of the quantification (e.g., 1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

the BLQ/ALQ values were converted to the limit 
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PM3006437630 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Time-point and Overall 

(Page 9 of 14) 


Bioinarkcr: Carboxyhemoglobin (Vo saturation) Analytical Lab. CCLS 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value J 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

4.4. 3.3 

0.4, 0.4 



SD. SE 

3.14, 0.44 

0.17, Q.02 



MEDIAN 

4.0 

0.3 



MIN, MAX 

0.3, 14.8 

03,1.0 



5%, 95% 

0.9,11.3 

0.3, 0.7 


# of BLQ/ALQ Values 

1/0 

39/0 


Week 2 

N 

49 

65 

<0001 

MEAN. GEO MEAN 

4.0, 2.8 

0.4.0.3 



SD, SE 

3.01,0.43 

0.16, 0.02 



MEDIAN 

3.4 

0.3 



MIN, MAX 

0.3,13.3 

0,3, 1.1 



5%. 95% 

0.3.9.8 

03.0.8 


# of BLQ/ALQ Values 

3/0 

47/0 


Week i 

N 

46 

65 

<000! 

MEAN, GEO MEAN 

4,7, 3-6 

0.5, 0.4 



SD, SE 

3.03,0.45 

0.50, 0.06 



MEDIAN 

4.0 

0.3 



MIN. MAX 

0.3,11.3 

03,2.8 



5%, 95% 

07,10 4 

0.3,1.6 


# of BLQ/ALQ Values 

1/0 

38/0 


Weeks 

N 

41 

65 

<0001 

MEAN, GEO MEAN 

4.7 3.5 

0.4,0.4 



SD. SE 

2.96.0.46 

0.20.0.03 



MEDIAN 

4.1 

0.3 



MIN, MAX 

03,13-9 

03,1.3 



5%, 95% 

0.4.9.2 

03,0.8 


9 of BLQ/ALQ Values 

2/0 

34/0 


Overall" 

N 

30 

65 

<.0001 

MEAN, GEO MEAN 

4.4,3.3 

0.4. 0.4 



SD, SE 

2.90,0.41 

0.19,0.02 



MEDIAN 

4.0 

0.4 



MiN.MAX 

0.3.12.2 

03,1.3 



5%, 95% 

07,9.8 

03,0,8 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234* will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437631 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 10 of 14) 


Biomarker: Car boxy hemoglobin <(% saturation)/cifca retie per day) 

Analytical Lab: CCLS 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vaiue -1 

Week 1 

N 

MEAN, GEO MEAN 

50 

0.3,0.3 


NA 


SD.SE 

0.42,0.06 




MEDrAN 

0.2 




MIN, MAX 

0.1,30 




5%. 95% 

0.1. OS 




Oof BLQ/ALQ Values 

1/0 



Week 2 

N 

MEAN. GEO MEAN 

49 

0.3, NA 


NA 


SD.SE 

0.60,0.09 




MEDIAN 

0.2 




MIN. MAX 

0.0, 4.3 




5%. 95% 

0.1. 0.5 




ft of BLQ/ALO Values 

3/0 



Week 3 

N 

46 


NA 


MEAN, GEO MEAN 

0.4,0.3 



SD, SE 

0.35, 0.05 




MEDIAN 

0.3 




MIN, MAX 

0.1.2.3 




5%, 95% 

0.1,0.9 




# of BLQ/ALQ Values 

1/0 



Week 6 

N 

MEAN, GEO MEAN 

41 

0.5,03 


NA 


SD.SE 

1.07.0.17 




MEDIAN 

0.3 




MIN. MAX 

0 .1.7.0 




5%. 95% 

0.1,0.7 




V of BLQ/ALQ Values 

2/0 



Overall* 

N 

50 


NA 


MEAN. GEO MEAN 

0.4,0.3 



SD, SE 

0.58,0.08 




MEDtAN 

0.3 




MIN. MAX 

0 .1.4.2 




5%, 95% 

0.1, 0.7 




NOTE: Values listed were normalized by taking the original hmmarkcr and dividing it hy the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcotton rank-sum test. 

' Overall values calculated by ftrsi averaging the results across v isits within a subject, then calcnlaiing the descriptive statistics across subjects, Count of BLQ/ALQ values docs not apply as the 1)1.0 A 1.0 values were comerted to the limit 
of the quantification (e.g., *<l ,234'w ill he used as'] 2)40 for the averages across visits w it hill a subject thus eliminating all Rt.Q AI.Q values for tile overall statistics. 
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PM3006437632 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood antVor Plasma Biomarkers of Exposure by Timcpoinr and Overall 

(Page 11 of 14} 


Diomarker: 3-AmincbiphenyI-Hb adduct (p&g hemoglobin) 

Analytical Lab: INBIPO 


Timepoiiit 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

3 

8 

MEAN, GEO MEAN 

0.7(1,0.70 

1.44,0.9} 


SD, SE 

0 .000,0.000 

2.082,0.736 


MEDIAN 

0.70 

0 70 


MIN, MAX 

0.70,0.70 

0.70.6.59 


$%y 95% 

070,0.70 

0 70,6.59 

bnfBI.O/AI.Q Values 

3/0 

7/0 

Week 6 

N 

3 

8 

MEAN, GEO MEAN 

0.70, 0.70 

0.70.0.70 


SD, SE 

0 .000,0.000 

0 .000. 0.000 


MEDIAN 

0.70 

0.70 


MIN, MAX 

0.70,070 

0.70. 0.70 


5%, 95% 

0.70.0.70 

0.70, 0.70 

# of BLQ/ALQ Values 

3/0 

8/0 

Overall' 

N 

5 

8 

MEAN, GEO MEAN 

0.70, 0.70 

1.07.0.S6 


SD, SE 

0 .000, 0,000 

1.043.0.369 


MEDIAN 

070 

0.70 


MIN, MAX 

0.70.0,70 

0.70.3.65 


5%, 95% 

0.70,0.70 

0 70.3.65 


' P-value from Wilcoxon rank-sum test. 


P-va1ue J 


0.6831 


1.0000 


0.5271 


Overall values calculated by Bret averaging the results across visits within a subject, rhen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification <e.g„ ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fur the overall statistics. 
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PM3006437633 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers ofEyposure by Timepoimand Overall 

(Page 12 of 14) 


Biomarker. a-AmiirobiplicnvI-Hb adduct ((pg/g he mogloliinycigarette per day) Analytical UP: INBII O 


Timepoint _ Statistic _ Smokers 


Week [ N 3 

MEAN, GEO MEAN 0.07,0.07 

SD.SE 0.042,0024 

MEDIAN 0.06 

MIN, MAX 0.04.0.12 

5%, 95% 0.04,0.12 

# of BI.Q/ALQ Values 3/0 

Week 6 N 3 

MEAN, GEO MEAN 0,10,0.08 

SD.SE 0.074,0.043 

MEDIAN 0.07 

MIN, MAX 0.04,0.18 

5%. 45% 0.04,0.18 

# of BLQ/ALQ Values 3/0 

Overall’ N 5 

MEAN, GEO MEAN U.08,0.07 

SD, SE 0.059,0.026 

MEDIAN 0.06 

MIN. MAX 0.04,0.t 8 

5%, 95% 0.04.0.18 


Non-Smokers 


P-valuc J 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking tlte original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

Overall vatucs calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<rt ,234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for lire overall statistics. 
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PM3006437634 


Protocol No, PM-8450 

Covancc CRU Study No. 12226-8450 


Tabic 14.2,3-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure "by Timepoint and Overall 

(Page 13 of 14) 


Biomafkcr: 4-Aminobiphenyl-Hb adduct (pg/g hemoglobin) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc a 

Week 1 

N 

7 

8 

0.0015 

MEAN, GEO MEAN 

33.31,31.47 

10.42,0.82 



SD, SE 

13.624, 5 150 

4.045,1.430 



MEDIAN 

29.87 

9.68 



MIN, MAX 

19.77,62.63 

6.74, 18.39 



5%, 95% 

19.77, 62.63 

6.74,18.39 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 6 

N 

7 

S 

0.0032 

MEAN, GEO MEAN 

32.57, 28.28 

11.30,10.58 



SD, SE 

21.523. 8,135 

4.479, 1.584 



MEDIAN 

27.83 

9.93 



MIN, MAX 

16.85,78.25 

6.90, 19.24 



5%, 93% 

16.85, 78.25 

6.90.19.24 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall' 

N 

8 

8 

0.0009 

MEAN, GEO MEAN 

32.48,30.80 

10.86,10.35 



SD, SE 

11.676,4.128 

3.648, 1.290 



MEDIAN 

29.20 

9.86 



MIN, MAX 

18.31.54.06 

6.99.16.69 



5%, 95% 

18.31,54.06 

6.99.16.69 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437635 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


i 




Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and'or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page Hof 141 


Bioniarker: 4~A imnobiplienvl-Hb adduct ((pg/|» hemoglobinl/cigarette per day) _ Analytical Lab: INBIF O 


Timepoint Statistic. _ Smokers 


Week 1 N 7 

MEAN. GEO MEAN 4.61,3.07 

SD.SE 5.135,1.941 

MEDIAN 2.30 

MIN. MAX 100.1.1.66 

5%, 95% 1.00,15.66 

4 of BLQ/ALQ Values 010 

Week 6 N 7 

MEAN, GEO MEAN 2.72,2.20 

SD, SE 2.048,0.774 

MEDIAN 2.43 

MIN, MAX 0.89, 6.96 

5%, 95% 0.89,6.96 

# of BLQ/ALQ Values 0/0 

Overall' N 8 

MEAN, GEO MEAN 3.62,2.81 

SD, SE 3.281,1.160 

MEDIAN 2.59 

MIN, MAX 1.33. 11.31 

5%, 95% 1.33,11.31 


Non-Smokers 


P-value 3 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomaricer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■' p-value from Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’I 234'] for t he averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437636 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour 1 'fine Biomarkcrs of Exposure by Timcpoint and Overall 

(Page I of264) 


Btoroatkcr. NN AL (pg/24hr) _ Analytical Lab : Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

50 

65 

<.0001 

MEAN.GEO MEAN 

249287 700,181853.367 

11565.751,10175.939 



SD, SE 

180186.7708,25482.2575 

6083.1888, 754.5257 



MEDIAN 

224364.000 

9420.000 



MIN. MAX 

8460.000, 852355.000 

3180.000,30796.800 



5%, 95% 

23940.000, 649460.000 

4800.000,22800.000 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

278384.265,210748.456 

14031.600,12142.720 



SD, SE 

174391.9368,25712.6883 

9362.8824.1161.3226 



MEDIAN 

241481.000 

12000.000 



MIN, MAX 

6288.000, 781704.000 

4500.000.57240.000 



5%, 95% 

52440.000,558700.000 

5940.000,28440.000 


# of BLQ/ALQ Values 

1/0 

61/0 


Overall’ 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

259455.192,199546.451 

12798.675,11568.878 



SD. SE 

160409.3654,22685.3100 

6104.9573, 757.2268 



MEDIAN 

239327.000 

11190.000 



MIN, MAX 

7374.000, 589956.000 

3840.000, 32310.000 



5%, 95% 

47776.000, 584078.900 

6450.000,24998.400 



8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (c.g„ ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437637 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 2 of 264) 


Biom arkec: NN AL (pmol/241ir) _Analytical Lab. Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1191.595, 869.259 

55.284,48.64! 



SO, SE 

861.2928, 121.8052 

29,0777, 3.6066 



MEDIAN 

1072.460 

45.028 



MIN, MAX 

40.439,4074.257 

15.200, 147.209 



S%, 95% 

114.433,3104.419 

22.944, 108.984 


# ofRl.Q/ALQ Values 

m 

61/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

1330.677,1007.378 

67.071, 58.042 



SD.SE 

833.5934, 122.9066 

44.7546, 5.5511 



MEDIAN 

1 i 54.279 

57.360 



MIN, MAX 

30.057, 3736 545 

21.510,273.607 



5%, 95% 

250.663, 7670.586 

28.393,135.943 


4 of BLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1240.196,953.832 

61.178, 55.299 



SD, SE 

766.7568. 108.4358 

29.1817,3.6195 



MEDIAN 

! 143.984 

53.488 



MIN. MAX 

35.248, 2819.990 

18.355. 154.442 



5%, 95% 

228.369,2791.897 

30.831,119.493 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits witltin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as '! .234') for ihc averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437638 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 



Table 14.11-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 3 of264) 


Biomarkcr: NNAL ((pp^dhrydfiarenc per day) Analytical Lab. Madison 


Timepoint 

Week 1 

Statistic 

N 

Smokers Non-Smokers 

50 

P-varue' 1 

NA 


MEAN, GEO MEAN 

18139.155, 13969.400 


SD, SE 

15044.5776,2127.6246 



MEDIAN 

13949.909 



MIN. MAX 

2820.000,85235.500 



5%, 95% 

5471.667,46530.000 



# of BLQ/ALQ Values 

2/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

20247.891, 16799.465 


SD, SE 

12691.7845, 1871.3015 



MEDIAN 

16864.236 



MH4, MAX 

2096.000. 64500.000 



5%. 95% 

6486.000.41592.667 



# of BLQ/ALQ Values 

1/0 


Overall* 

N 

50 

NA 


MEAN, GEO MEAN 

19273.807,15968.329 


SD, SE 

12317.2616, 1741.9238 



MEDIAN 

14798.998 



MIN. MAX 

2458.000. 62355.425 



5%, 95% 

5079.000,42648.800 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of dgaretres found in question 4 of the weekly survey for the corresponding week. 
* P-value from Wilcoxon rank-sum test. 


’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’< 1.2.34'will be used as 1234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437639 




RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smckemsof24-Ilour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 4 of 2641 


Biomarker: NNAL <(pmol |l 24hr)/cifi3retlc per day) Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers Non-Smokers _ P-value a 


Week 1 

N 

50 

NA 


MEAN. GEO MEAN 

56,705, 66.774 



SD.SE 

71.9131,10.1701 



MEDIAN 

66.681 



MIN, MAX 

13.480.407.426 



5%, 95% 

26.155,222.4(3 



ffol'Bl.Q/AUj Values 

2'0 


Week.? 

N 

46 

NA 


MEAN, GEO MEAN 

96 7*5. SO 301 



SD.SE 

60.6667, 8.9448 



MEDIAN 

80.612 



MIN, MAX 

10.019.308.310 



5%, 95% 

31.003,198.813 



#ofBLQ/ALQ Values 

l'O 


Overall" 

N 

50 

NA 


MEAN, GEO MEAN 

92.129,76.329 



SD. SH 

58.8765, 8.3264 



MEDIAN 

70.740 



MW, MAX 

11.750,298.059 



5%, 95% 

24.278,203.862 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in Question 4 of the weekly survey for the corresponding week. 

3 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across suhjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., '<•! .234’will be used as T.234") forthe averages across visits within a subject thus eliminating all BL.Q/AI.Q values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437640 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Trine Bio markers of Exposure bvTimepoinr and Overall 

(Page 5 of 264) 


Biomarken NNAL Ipg/mg Creatinine) _ Analytical Lab: Madison 


Timejvtint 

Statistic 

Smokers 

Non-Smokers 

Weekl 

N 

50 

65 

MEAN, geo mean 

219.163, 150.676 

8.498.7.145 


SD, SE 

181.7279,25.7002 

5.1547, 0.6394 


MEDIAN 

1 78.751 

7.823 


MIN, MAX 

7.9S8, 813359 

1.932. 29.814 


5%, 95% 

13.730,612.755 

2.911, 17.143 

# of BLQfALQ Values 

2/0 

61/0 

Week .1 

N 

46 

65 

MEAN, GEO MEAN 

226.894,168.981 

10253,8.514 


SD, SE 

159.6468,23.5386 

6.4647, 0.8019 


MEDIAN 

194.555 

9.259 


MIN. MAX 

5.525, 724324 

2.158,30.264 


5%. 95% 

47.240. 547.012 

2.923,23.715 

d of BLQ/ALQ Values 

I/O 

61/0 

Overall* 

N 

50 

65 

MEAN, GEO MEAN 

223.061, 162.757 

9.376, 8.147 


SD, SE 

167.5167,23.6904 

4.6825, 0.6056 


MEDIAN 

185.127 

8.674 


MIN, MAX 

6.742, 768.842 

2.364. 23.043 


5%, 95% 

34373,535.268 

3.185,18.495 


P-value* 


<0001 


<0001 


< 0001 


1 P-value from Wilcoxon rank-sum lest. ~~ ' " ~ ~ ' 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating lire descriptive statistics across subjects. COUTH of BLQ/ALQ values does not apply as the EI-Q/ALQ values were converted to the limit 
of the quantification (eg., VI.234’ will be used as '1.2.14’) for the averages across visits within a subject thus eliminating all ULQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biotmrkers of Exposure by Timepoint and Overall 

(Page 6 of 264) 


Biomatker. NNAL (piuol/mg Creatinine) _ Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

50 

65 

MEAN, GEO MEAN 

1.048, 0.720 

0.041,0034 


SD, SE 

0.8687,0.1229 

0.0247,00031 


MEDIAN 

0.855 

0.037 


MIN, MAX 

0.038, 3.888 

0.009,0.143 


5%, 93% 

0.066, 2.929 

0,014,0,082 

# Of BLQ/ALQ Values 

2/0 

61/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

1,085, 0.807 

0,049, 0,041 


SD, SE 

0,7631,0.1125 

0.Q3O8,0.0038 


MEDIAN 

0.930 

0.044 


MIN, MAX 

0.026,3.462 

0.010,0.145 


S%> 95% 

0226,2.615 

0.014.0.113 

# of BLQ/AI.Q Values 

1/0 

61/0 

Overall’ 

N 

50 

65 

MEAN. GEO MEAN 

1,066,0.778 

0,045,0.039 


SD, SE 

0.8003,0.1132 

0,0233, 0.0029 


MEDIAN 

0.885 

0.042 


min, MAX 

0.032,3.675 

0.011,0110 


5%, 95% 

0.164,2.S59 

0.015,0,088 


P-value* 


<.0001 


<. 000 ! 


<.0001 


" P- value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used aE 1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437642 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of264) 


Btomarken NNAL (Ipg/mg Creatinine Vcigarette per day) Analytical Lab: Madison _ 

Tintepoiia _ Statistic _ Smokers _ Neat-Smokers _ P-vaime* 


Wrefcl 

N 

50 


MEAN. GEO MEAN 

17.186, 11.574 


SD.SE 

22.5070, 3.1830 


MEDIAN 

11.512 


MIN. MAX 

2.653,153.410 


5%, 95% 

3.199,40.850 


if of BLQ/ALQ Values 

V0 

Week 3 

N 

46 


MEAN, GEO MEAN 

17.401,13.470 


SD.SE 

14.5069, 2.1389 


MEDIAN 

12.185 


MIN, MAX 

1.842,69.200 


5%, 95% 

4.470,55.549 


# of BLQ/ALQ Values 

1/0 

Overall* 

N 

50 


MEAN. GEO MEAN 

17.523,13.046 


SD, SE 

16.9853,2.4021 


MEDIAN 

11.915 


MIN, MAX 

2.248,104.480 


5%, 95% 

4.078,40.850 


NOTE: Values listed were normalized by taking the original biomarfcer and dividing it by the number of cigarettes Found In question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by fust averaging the results across visits within a subject, llteu calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as 1-234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437643 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 8 of 264) 


Bioniarker: NNAL Kpmol/me Creatininsycisareue per day) Analytical Lab: Madison _ 

Time point _ Statistic ___ Smokers ____ Non-Smokers _ P-vaJuc* 


Week 1 


Week 3 


Overall* 


N 

50 

MEAN, GEO MEAN 

0.082, 0.055 

SD,SE 

0,1075, 0.0152 

MEDIAN 

0.055 

MIN, MAX 

0.013, 0.733 

5%, 95% 

0.015, 0.195 

It of BLQ/ALQ Values 

2/0 

N 

46 

MEAN, GEO MEAN 

0,083, 0.064 

SD.SE 

0.0694,0,0102 

MEDIAN 

0.058 

M7N, MAX 

0.009, 0,331 

S%, 9544 

0.021,0.266 

# of BLQ/ALQ Values 

1/0 

N 

50 

MEAN, GEO MEAN 

0,084,0,063 

SD, SE 

0.0812,0.0115 

MEDIAN 

0.057 

MIN, MAX 

0.011,0.500 

544. 95% 

0,020,0,195 


NA 


NA 


NA 


NOTE: Values listed were normalized by ttkmg the original biomarker and dividing It by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics acioss subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ‘<1.234’ will be used as T.234T for die averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437644 


RSR 

Protocol No. PM-8450 

Covance CRU Study No, 12226-8450 


Table I4J2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Uritte Biomarkers of Exposure by Timepoint and Overall 

(Page 9 of 264) 


Biomartar: NNAL (p&'niL) _ Analytical Lab: Madison 


Timepoint 

Statistic 

Snwkcrs 

Non-Smokers 

P-value* 

Week! 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

150.0.106.4 

6.4.6,2 



SD, SE 

107.23, 15.16 

1.89,0.23 



MEDIAN 

136.4 

6.0 



MIN, MAX 

6.0,484.5 

6.0,20-3 



5%, 93% 

11.4,347.9 

6.0,8.5 


# of BLQ/ALQ Values 

2/0 

6149 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

1612, 1233 

7.3, 63 



SD, SE 

109.14,16.09 

6.31,0.78 



MEDIAN 

1442 

6.0 



MIN, MAX 

6.0,485.1 

6.0,42.4 



544,95% 

28.2,405.1 

6.0, 10.5 


« of BLQ/ALQ Values 

1/0 

51/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

153.7,11 S3 

6.9,6,5 



SD, SE 

101.02,14,29 

3.26,0.40 



MEDIAN 

138.9 

6.0 



MIN, MAX 

6.0,474.5 

6.0,24a 



534, 95% 

20.9.351.6 

6.0,11.4 



1 P-value from Wilcoxon rank-sum test, 

■ Overall values calculated by first averaging tbs results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., vtj .234’ will he used as 1,234j for die averages across visits within a subject thus eliminating aii BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-glue data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437645 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokets of 24-Hour Urine Biomarkeisof Exposure by Ttmepomt and Overall 

(Page 10 of 264) 


fiiomarkert NNAL (ptnol/L) 


Analytical Lab: Madison 


Trmcpoint 

Statistic 

Smokers 

Noo-Srookcrs 

P-Yaluc" 

Week 1 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

717.2, 508.7 

30.5,29.8 



SD. SE 

512.56, 72.49 

9.01, 1.12 



MEDIAN 

652.0 

28.7 



MIN, MAX 

28.7,2315.9 

28,7,97.0 



5%, 95% 

54.5, 1653.0 

28.7,40.6 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

65 

<0001 

MEAN. GEO MEAN 

770.5,590,3 

35.0,312 



SD, SE 

521.68, 76.92 

30.16,3.74 



MEDIAN 

689.0 

28.7 



MTN. MAX 

28.7,2318.8 

28.7,202.7 



5%, 95% 

134,8, 1936.4 

28.7, 502 


# of B1..Q/AI.Q Virtues 

I/O 

61/0 


Overall’ 

N 

50 

65 

<,0001 

MEAN, GEO MEAN 

734.7,565.3 

32,8,31.1 



SD, SE 

482.89, 6829 

15.56, 1.93 



MEDIAN 

663.9 

28.7 



MIN, MAX 

28,7, 2268.1 

28.7,115.7 



5%, 95% 

99.9, 1680.7 

28.7, 54.3 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as (tie BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, '<1.234’will be used as '1.234’) ftir the averages across visits within a subject thus eliminating all BLQ/ALQ values (hr the overall statistics. 


NOTE: The NNAL arid NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437646 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bio mailers of Exposure by Timepoint and Overall 

(Page 11 of 264) 


Biomarker; NNAL ((pg/mLydflarette per day) Analytical Lab: Madison 


TiaKpoint 

Statistic 

Snaotoas Noo-Srookess 

P-value" 

Week-1 

N 

5b 

NA 


MEAN, GEO MEAN 

11.0,8.2 



SD, SE 

9.18, U0 



MEDIAN 

7.9 



MIN, MAX 

1.4,47.0 



5%, 95% 

2.0,27.8 



# of BLQ/ALQ Values 

2 m 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

12.9,9,8 



SD, SE 

10.89,1.61 



MEDIAN 

10.3 



MIN, MAX 

2.0,58,2 



5%, 95% 

2.8,31.2 



S of BLQ/ALQ Values 

1/0 


Overall* 

N 

50 

NA 


MEAN, GEO MEAN 

122,95 



SD,SE 

9.72,137 



MEDIAN 

89 



MIN. MAX 

2.0, 47.0 



5%. 95% 

2.7. 36.7 


NOTE: Values feted were normalized by taking the original bbmarker and dividing it by the number of cigarettes found in question 4 of fire weekly survey For the corresponding week, 
k P-value from wilcoxon rank-sum test. 

4 Overall values calculated by first averaging the result's across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 


of the quantification (e.g., ’< IJ234’wil] be uaexJ as ’1.234’) for th« averages across vjalte within a subject thus eliminating all BL.QM.LQ values fbr the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437647 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomajkers of Exposure by Timepoint and Overall 

(Page (2 of264) 


Biomaiken NNAL ((pmol/D/cigarette per day) Analytical Lab: Madison ___ 

Tifrtepomt _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

50 


MEAN, GEO MEAN 

52.5,39.1 


SD, SE 

43.87,6.20 


MEDIAN 

37.9 


MIN, MAX 

6.5,224.7 


5%, 95% 

9.6, 132.6 


# of BLQ/ALQ Yalues 

2X1 

Week 3 

N 

46 


MEAN, GEO MEAN 

61.7,47.1 


SD, SE 

52.02, 7.67 


MEDIAN 

49.0 


MIN, MAX 

9.6,278.0 


5%, 95% 

13.5, 148.9 


# of BLQ/ALQ Values 

1/0 

Overall’ 

N 

50 


MEAN, OEO MEAN 

58.1,45.1 


SD, SE 

46.43,6.57 


MEDIAN 

42.3 


MIN, MAX 

9.6,224,7 


5%, 95% 

12.7,175.1 


NOTE.: values listed were normalized by taking the original btomarker and dividing it by the number of cigarettes flmnd in question 4 of the weekly survey fbr the corresponding week. 

4 P-value from Wilcox on rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.£», ’<1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437648 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 13 Of264) 


Bio mailer, NNAL plus NNAL-bIuc fpg/24hr~) Analytical Lap: Madison _ 

_ Timepoint _ Statistic _ Smokers ___Nmt-Smukcre P-value* 


Week 1 

N 

49 

65 

<0001 


MEAN, GEO MEAN 

860758.551,585425.280 

14520.477. [0879.233 


SD.SE 

613472/2046, 87638.8864 

22133.4597,2745.3178 



MEDIAN 

785030.000 

10140.000 



MIN, MAX 

8460.000,2507613.000 

3180.000, 181986.000 



5%, 95% 

37125,000, 2084332.500 

4680.000,21000.000 



# of BLQ/ALQ Values 

I/O 

58A) 


Week 3 

N 

46 

S5 

<0001 


MEAN, GEO MEAN 

914457.937,627898,806 

14369.154, 12281.453 


SD,SE 

709365JZ33,104590.2109 

10422.0126,1292.6916 



MEDIAN 

783064.000 

I2U0U.0U0 



MIN, MAX 

G2SS.OOO, 4046406.000 

4500,000, 61490,000 



5%, 95% 

97920.000, 1964160.000 

6408.000,28440,000 



# of BLQ/ALQ values 

1/0 

58/0 


Overall' 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

874401,621,615371,996 

14444.815, 11969,312 


SD, SE 

592613.0179,83808.4196 

12990.5012, 1611.2734 



MEDIAN 

839769.000 

11070.000 



MIN, MAX 

7374000, 2468208.000 

3840.000,97218.000 



5%. 95% 

66085,000,2080140.250 

6400.000,30583.000 



’ P-value from Wilcoxon rank-ssim test 


■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’-cl ,234'will be used as 1.234’) for the averages across visits within a subject thus eliitiiiMliiig all BLQ/ALQ values for the overall statistic!. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
i the data for these analytes is not valid. 
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PM3006437649 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Time-point and Overall 

(Page 14 of 264) 


Biomarker: NNALplusNNAL-filucipmol/24hr} Analytical Lab: Madison _ 

Timcpoint _ Statistic ___ Smokers _ Noa-Smokera _ P-value* 


Week 1 


Week 3 


Overall" 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

#of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5 %, 95 % 

ft of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


49 

4114.426,2798.333 
2932.3970,418.9139 
3752.443 

40.439,11030.390 
177.458,9963.109 
1/0 

46 

4371.109,3001357 
3390.7663,499.9412 
3743.046 
30.057, 19341,821 
466.146,9388.685 
1/0 

50 

4179.640,2941,479 
2832.6997, 400.6042 
4014.096 
35.248, 11798.035 
315.887,9943.070 


65 

69.408.52.003 
105.7979,13.1226 
48.469 

15.200, 869.893 
22.370, 100.380 
58/0 

65 

68.685, 58.705 
49.8172,5.1791 
57.360 

21.510,293.922 
30.630, 135.943 
58/0 

65 

69.046, 57.214 
62,0946, 7.7019 
52,915 

18.355,464.702 
30.592. 146.187 


<.0001 


<■0001 


<■0001 


1 P-value from 'Wilawoti rank-sum test 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of lire quantification (e.g, '<1.234’ will be used as 1,234’) for tire averages across visits within a subject thus eliminating all BLQ/ALQ values fur the overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437650 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Bioroarkere of Exposure by Timcpoint and Overall 

(Page 15 of264) 


Biomaricer: NNAL plus NNAL-giuc Upg/24hr)/cifiarette per day) 
Timcpoint _ Statistic _ _ _ 


Analytical Lab: Madison 
Smokers _ 


Noti-Smokeis 


P-value* 


Week 1 

N 

49 


MEAN, GEO MEAN 

56455.734,44404.705 


SD. SE 

38952.1879,5564.5983 


MEDIAN 

50477.857 


MIN, MAX 

2820.000, 176718.500 


5%, 93% 

(2565.000, 153840.867 


It of BLQ/ALQ Values 

1/0 

Week 3 

N 

46 


MEAN. GEO MEAN 

62625,596,50051.917 


SD, SE 

40526.0676, 5989.9869 


MEDIAN 

51940.813 


MIN. MAX 

2096.000, 192686.000 


5%, 95% 

18154.500,138353.600 


ffnfBI.QMIO Values 

I/O 

Overall* 

N 

50 


MEAN, GEO MEAN 

59627.475,49291.845 


SD, SE 

34052.5998,4815,7648 


MEDIAN 

51637.690 


MIN, MAX 

2458.000, 154712.800 


5%, 95% 

16521250.132624.738 


NOTE: Values listed were normalized by caking the original bkimarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vahie from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g,, ^<1.234’ will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbr the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437651 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 16 of264) 


Biomarkcn NNAL plus NNAL- s luc ( ( pniol/24hrVciRaiette per day) _ Analytic al Lab: Madison 

Timepoint _ Statistic _ Smokers ____Ncu-Smokgra_r-value* 


Week 1 


Week 3 


Overall' 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDLAN 
MIN. MAX 
5%, 95% 


49 

269.863,212.255 
186.1914,26.5988 
241.284 

13.480, 844.714 
60.061,735.359 
1/0 

46 

299.350.2392248 
194.1926,28.6321 
248377 
10.019,921.039 
86.779,661.330 
I/O 

50 

285.020,235.616 

162.7713,23.0193 

246.829 

11.750,739.527 
78.972, 633.946 


NA 


NA 


NA 


NOTE: Values listed were rctnmlized by utkmg the original btomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

' P-value bum Wilcoxon rank-sum test. 

Overall vatues calculated by first averaging the results across visits within a subject, then calculating tile descriptive statistics actuss subjects. Count of BLQ/ALQ values does mh apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., N1J34 : will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the oveinl! statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437652 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokeis of 24-Hour Urine Biomarkers of Exposure by Timepnint and Overall 

(Page 17 of 264) 


Biomatker: NNAL plus NNAL-rIuc (pr/jur Creatinine) 

Analytical Lab: Madison 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week i 

N 

49 

65 

<.0001 


MEAN, GEO MEAN 

738.054,487.673 

10.558.7.638 



SD.SE 

585.2483, 83.6069 

16.3892,2.0328 



MEDIAN 

625.442 

8.915 



MIN, MAX 

7.958, 2575.145 

1.932, 134.956 



5%, 95% 

30.892, 2010.238 

2.683, 17.699 



# of BLQ/ALQ Values 

w 

58/0 


Week 3 

N 

46 

65 

<0001 


MEAN, GEO MEAN 

721.933,503.456 

10876,8.612 



SD.SE 

524,1048, 77.2750 

9.0374,1.(210 



MEDIAN 

580.019 

8.3 BO 



MIN, MAX 

5.525,2275.640 

2.158, 53.767 



5%, 95% 

65.031,2004.781 

2.723, 30.000 



# of BLQ/ALQ Values 

1/0 

58/0 


Overall" 

N 

50 

65 

<0001 


MEAN, GEO MEAN 

726.768, 500.586 

10.717,8.491 



SD,SE 

5322826, 75.2761 

9.7162, 1.2051 



MEDIAN 

617.105 

8.438 



M[N. MAX 

6.742, 2250.747 

2.131,70.371 



5%, 95% 

43.687,1877.496 

3.508,27.562 


P-value from Wilcoxon Tank-sum test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., Nj. 234’ will be used as 1.234’) for Lbe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


Final Draft: 25 March 2003 


Page 414 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437653 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page IS of 254) 


Biomarkcn NNAL plus NNAL-gl«c (pmol/mg Creatinine) Analytical Lab; Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Weak 1 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

3.528,2.331 

0.050,0.036 



SD, SE 

2.7975,0.3996 

0.0783,0.0097 



MEDIAN 

2.990 

0.043 



MIN, MAX 

0.038,12.309 

0.009,0.645 



554,95% 

0.148, 9.609 

0.013,0.085 


# of BLQ/ALQ Values 

1/0 

58/0 


Week 3 

N 

46 

65 

<.0001 

MEAN. GEO MEAN 

3.451,2.406 

0.052,0.041 



SD, SE 

2.5053, 0,3694 

0.0432.0.0054 



MEDIAN 

2,773 

0.040 



MIN, MAX 

0.026,10.878 

0.010,0.257 



5%. 95% 

0.311,9.583 

0.014,0.143 


# of BLQ/ALQ Values 

1/0 

58/0 


Overall' 

N 

50 

65 

<■0001 

MEAN, GEO MEAN 

3.474,2.393 

0.051,0.041 



SD, SE 

2,5443,03598 

0.0465, 0.0058 



MEDIAN 

2.9S0 

0.041 



MIN, MAX 

0.032.10.759 

0.010.0.337 



5%, 95% 

0.209, 8.975 

0.017,0132 



8 P-Yalue tfom Wilcoxon rank-sum test 

* Overall values calculated by first averaging Ow results sows visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., '<1.234'will be used as 1 ^34) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437654 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 19 of 264) 


Biomarker NNALplua NNAL-gluc ((pg/nifi Creatinine ycigarettc per day) Analytical Lab: Madison _ 

'ffmepomt _ statistic _ Smokers _ Non-Smokers_ p-value' 


Week 1 

N 

49 


MEAN, GEO MEAN 

53.989,36.990 


SD,SE 

73.1881,10.4554 


MEDIAN 

40.489 


MIN, MAX 

2.653,515.029 


59k 95% 

8.053, 116.939 


ii of BLQ/ALQ Values 

1/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

52,624,40.132 


SD, SE 

44.1283,6.5064 


MEDIAN 

39.373 


MIN, MAX 

1.842,235.969 


5%, 95% 

16.258, 155.193 


# of BLQ/ALQ Values 

1/0 

Overall’ 

N 

50 


MEAN, OEQ MEAN 

53.613,40.164 


SD, SE 

54.9019, 7.7643 


MEDIAN 

41.836 


MTN, MAX 

2.248,375.499 


5%, 95% 

13.016,131.185 


NOTE: Values listed were normalized by taking die original biotnarker and dividing it by the number of cigarettes fcamd la question 4 of the weekly survey for the corresponding week. 

' P-vaiue from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does no! apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., ‘<1.224* will be used as ’1.234’) for the averages across visits within a subjoetthus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437655 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers ofExposure by Timepoirrt and Overall 

(Page 20 of264) 

Biomarkcn NNAL plusNNAL-Rluc ((pmol/iriR CreatmineVcinarette per day) _ Analytical Lab; Madison 

Timepoint _ Statistic _ Smokers _2_Non-Smokers 


Week 1 

N 

49 


MEAN, GEO MEAN 

0.258,0.177 


SD,SE 

0.3498,0.0500 


MEDIAN 

0.194 


MIN, MAX 

0.013,2.462 


5%, 95% 

0.039,0.559 


# of BLQ/ALQ Values 

1/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

0,252,0.192 


SD.SE 

0.2109,0.0311 


MEDIAN 

0.189 


MIN, MAX 

0.009,1.128 


5%. 95W 

0.078. 0.742 


# of BLQ/ALQ Values 

1/0 

Overall’ 

N 

50 


MEAN, GEO MEAN 

0257, 0.193 


SD.SE 

02624, 0.0371 


MEDIAN 

0.200 


MIN, MAX 

0.011,1.795 


5%, 95% 

0.063,0,627 


P-valne“ 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarlcsr and divkHng it by the number of dgaretlsa found in question 4 of Che weekly survey to the corresponding week. 

’ P-value ftotn Wllcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating lire descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., Vrl .234* will be used as '1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values to the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437656 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepo int and Overall 

(Page 21 of264) 


BionrgtkcnNNAL plus NN AL-eluc fpa/rr.U _ Analytical Lab: Madison _ 

Tiinepoint _ Statistic _ Smokers _ Non-Smokers _P-value' 1 


Week I 

N 

49 


MEAN, GEO MEAN 

546.8,341.2 


SD, SE 

468.94,66.99 


MEDrAN 

475.2 


MIN, MAX 

6.0,2045.7 


5%, 95% 

16.5,1604.2 


# of BLQ/ALQ Values 

1/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

552.8,367.9 


SD, SE 

487.35,71.86 


MEDIAN 

426.6 


MIN, MAX 

6.0,2223.3 


5% 95% 

53.0, 1721.9 


# of BLQ/ALQ Values 

1/0 

Overall' 

N 

50 


MEAN, GEO MEAN 

542.5,366.0 


SD, SE 

427.04,60.39 


MEDIAN 

433.9 


MIN, MAX 

6.0,1663.1 


5%, 95% 

34.8,1471.5 


65 <,0001 

9.5.6.7 
22.78,2.53 

6.0 

6.0,185.7 
6 . 0 , 8.8 
58/0 

65 <.0001 

7.4,6.6 
6.14,0.76 
6.0 

6.0,47.3 
6.0, 11.9 
58/0 

65 <.0001 

8.5.6.8 
12.25, 1 -52 

6.0 

6.0,95.9 
6.0,11.9 


" P-value from Wilcoxon rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as i.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437657 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 22 of264) 


Biomarker: NNALplusNNAL-gluc tpniol/L) Analytical Lab: Madison _ 

Timepoint _ Statistic _Smokers_ Non-Smokers 


Week 1 

N 

49 

65 


MEAN, GEO MEAN 

2613.5,1631.1 

45.7,31.9 


SD.SE 

2241.53,320.22 

108.87,13.50 


MEDIAN 

2271.5 

28.7 


MIN, MAX 

28.7, 9778.4 

28.7,887.6 


5%, 05% 

78.9, 7668.1 

28.7,42.1 


# of BLQ/ALQ Values 

1/0 

58/0 

Week 3 

N 

46 

65 


MEAN, CEO MEAN 

2642.5, 1758.6 

35.3,31.6 


SD.Sls 

2329.54, 343.47 

29.34, 3.64 


MEDIAN 

2038,9 

28.7 


MIN, MAX 

28.7, 10627.4 

28.7,226.1 


5%, 95% 

253.3, 8220.7 

28.7,56.9 


ft of BLQ/ALQ Values 

1/0 

58/0 

Overall* 

N 

59 

65 


MEAN, GEO MEAN 

2592.9,1749.4 

40.5,32.5 


SD, sn 

2041.22,288.67 

58.54, 7.26 


median 

207-1.0 

28.7 


MIN. MAX 

28.7,7949.4 

28.7,458.2 


5%, 95% 

166.1,7033.6 

28.7,56.7 


P-vahre" 

<.0901 


<.0001 


<.0001 


“ P-value from Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of 13 LQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’''.1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437658 


RSR 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14-2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Uri tie Biomarkers of Exposure by Timepoint and Overall 

(Page 23 of 264) 

Rinmarter: NNAL olus NNAL-eluc (Yoe/rriLVcitrarene ner dav) Analytical Lab: Madison 

Tunepoml 

Statistic 

Smokers 


Non-Smokers 

P-value* 

Week 1 

N 

49 



NA 

MEAN, GEO MEAN 

36.0,25.9 





SD.SE 

29.20,4,17 





MEDIAN 

27.0 





MIN, MAX 

2.0,128.6 





5%, 95% 

6.0, 95.6 




» of BLQ/ALQ Values 

1/0 




Week 3 

N 

46 



NA 

MEAN, GEO MEAN 

41.9,29.3 





SD,SE 

41.76, 6.16 





MEDIAN 

24.0 





MIN, MAX 

2.0, 247.1 





5%, 95% 

10.0, 100.6 




# of BLQ/ALQ Values 

1/0 




Overall' 

N 

50 



NA 

MEAN, GEO MEAN 

39.2,292 





SD,SE 

31.74,4.49 





MEDIAN 

27.8 





MIN, MAX 

2.0,168.1 





5%, 95% 

S.7.9S.1 





NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found m question 4 of the weekly survey for the corresponding week. 

;1 P-value from Wilcoxon rank-sum test 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply us the BLQ/ALQ values were converted to the limit 
of die quantification (e.g., *<1.234* will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437659 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkerc of Exposure by Timepoint and Overall 

(Page 24 of 264) 


Biomarker: NNAL plus NNAL-gluu (ftjntol/Lycigavette pet day) 
Time point _ Statistic _ 


_ Analytical Lab: Madison 

Smokers_ 


Non-Smokers 


P-value a 


Week 1 


Week 3 


Overall* 


N 

49 

MEAN, GEO MEAN 

172.1, 123.7 

SD.SE 

139.58,19.94 

MEDIAN 

129.3 

MIN, MAX 

9.6, 614.6 

5%, 95% 

28.6,456.7 

# of BLQ/ALQ Values 

I/O 

N 

46 

MEAN, QEO MEAN 

200.3, 140.2 

SD,SE 

199.60,29.43 

MEDIAN 

114.5 

MIN, MAX 

9.6, 1180.9 

5%, 95% 

47.7,481.1 

# of BLQ/ALQ Values 

1/0 

N 

50 

MEAN, GEO MEAN 

187.4,139.7 

SD, SE 

151.69,21.45 

MEDIAN 

132.8 

MIN. MAX 

9.6.803.4 

5%, 95% 

41.5,468.9 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1,234’) for the averages across visits within a subject thus eliminating all RLO/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only, The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437660 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-I4out Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 25 of264) 


Biomaiker: NNAL-O-Eincuronide (pmol/L) _ Analytical Lab: Madison _ 

-Timepoint-Statistic_ Smokers ___ Non-Smokers _^__P-value a 


Week 1 

N 

49 

61 


MEAN, GEO MEAN 

1889.1,NA 

18.1, NA 


SD.SE 

1803.06,257.58 

112.36,14.39 


MEDIAN 

1564.5 

0.0 


MIN, MAX 

0.0,7462.5 

0.0,859.0 


5%, 95% 

35.9, 5782.8 

0.0, 13.4 


tf of BLQ/ALQ Values 

2/0 

61/0 

Week 3 

N 

46 

63 


MEAN, GEO MEAN 

1872.0, NA 

3.8, NA 


SD, SE 

1907.93,281.31 

15.16, 1.91 


MEDIAN 

1352.5 

0.0 


MIN, MAX 

0.0,9536.6 

0.0, 99.9 


5%. 95% 

35.4,5911.9 

0.0, 28.2 


# of BLQ/ALQ Values 

1/0 

61/0 

Overall' 

N 

50 

65 


MEAN, GEO MEAN 

1859.5, NA 

10.3, NA 


SD, SE 

1623.98,229.67 

55.10,6.83 


MEDIAN 

1521.7 

0.0 


MIN, MAX 

0.0,5778.3 

0.0,429 5 


5%, 95% 

29.9, 5668.4 

0.0, 28.0 


<0001 


<.0001 


<.0001 


’ P-value from Wilcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used os 'L.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437661 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 26 of264) 


Biomarker; NNAL-O-Klucuromde ((pimjI/D/uitiarotfc per day) Analytical Lab: Madison ___ 

Time point Statistic _ Smokers _____ Non-Smokers _______ P-value* 


Week 1 

N 

49 


MEAN, GEO MEAN 

119.6, NA 


SD.SE 

103.95, 14.85 


MEDIAN 

85.8 


MTN, MAX 

0.0,481.9 


5%, 95 % 

16.1,339.2 


# of BLQ/ALQ Values 

2/0 

Week 3 

N 

46 


MEAN. GEO MEAN 

138.6. NA 


SD, SE 

154.18,22.73 


MEDIAN 

79.1 


MIN, MAX 

0,0,902.9 


5%. 95% 

8.9,350.2 


# of BLQ/ALQ Values 

1/0 

Overall* 

N 

50 


MEAN, GEO MEAN 

129.5, NA 


SD, SE 

112.33,15.89 


MEDIAN 

90,0 


MIN. MAX 

0.0.601.0 


5%, 95% 

10.4,345.0 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 
a P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as M.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437662 


RSR 

Protocol No. PM-8450 

Covaiice CRU Study No. 12226-8450 


Table 14.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 27 of264) 


Biomarker NNAL-Q-glucurotiidc (paiol/24hr) Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

49 

61 

MEAN, GEO MEAN 

2908.931, NA 

18.258, NA 


SD.SE 

2273.5232,324.7890 

109.6835, 14.0435 


MEDIAN 

2416.280 

0.000 


MIN, MAX 

0.000, 8788,668 

0.000,841.820 


5 %, 95% 

98.725, 7630.840 

0.000,21.417 

# of BLQ/ALQ Values 

2/0 

61/0 

Week 3 

N 

46 

63 

MEAN, GEO MEAN 

3040.444, NA 

7.137, NA 


SD, SE 

2849.3120,420.1081 

29.7623, 3.7497 


MEDIAN 

2468.524 

0.000 


MIN, MAX 

0.000, 17356.612 

0.000, 168.831 


5%, 95% 

65.136.6B21.100 

0.000,36.120 

# of BLQ/ALQ Values 

1/0 

61/0 

Overall* 

N 

50 

65 

MEAN, GEO MEAN 

2940.092, NA 

12.026, NA 


SD, SE 

2262.4910,319.964 6 

55.0893, 6.8330 


MEDIAN 

2635.937 

0.000 


MIN, MAX 

0.000,10073.384 

0.000,420.910 


5%, 95% 

59.593, 7804.884 

0.000, 80.217 


P-value" 


<0001 


<0001 


<0001 


a P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all DLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437663 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table M.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bromarkers of Exposure by Timepoint and Overall 

(Page 28 of 264) 


Biomarker: NNAL-O-jriuuuronide ((pmoKMhryciaareue per day) Analytical Lab: Madison 

Timepoint 

Statistic 

Smukeis 

Non-Smokers 

P-value a 

Week! 

N 

49 


NA 


MEAN, GEO MEAN 

182.878, NA 



SD,SE 

131.3278, 18.7611 




MEDIAN 

156.941 




MIN, MAX 

0.000, 585.911 




5%, 95% 

33.903,437.301 




#ofBLQ/ALQ Values 

2/0 



Week 3 

N 

46 


NA 


MEAN, GEO MEAN 

202.567, NA 



SD,SE 

154.2054,22.7363 




MBDrAN 

161,451 




MIN, MAX 

0.000, 826.505 




5%, 95% 

16.284, 505.646 




#orBLQ/ALQ Values 

I/O 



Overall' 

N 

50 


NA 


MEAN, GEO MEAN 

192.984, NA 



SD, SB 

121.2762, 17.1510 




MEDIAN 

166.137 




MIN, MAX 

0.000, 539.902 




5%, 95% 

27.239.476.665 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of (he weekly survey for the corresponding week 
0 P-value from Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging Hie results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to (lie limit 
or the quantification (e.g., V:] ,234’ will be used as ’1.2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437664 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 29 of264) 


Bioniarker: NNAL-O-glucm-onidc (pmol/mg Creatinine) _Analytical Lab: Madison 


Timepoinf 

Statistic 

Smokers 

Non-Smokers 


Week I 

N 

49 

61 

<0001 

MEAN, GEO MEAN 

2.406, NA 

0.013, NA 



SD, SE 

2.0265,0.2895 

0.0808, 0.0103 



MEDIAN 

2.190 

0.000 



MIN, MAX 

0.000. 8.643 

0.000, 0.624 



5%, 93% 

0.082,7.(556 

0.000, 0.009 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

63 

<0001 

MEAN, OEO MEAN 

2366, NA 

0.006, NA 



SD, SE 

1.9608, 0.2891 . 

0.0271,0.0034 



MEDIAN 

1.823 

0.000 



MIN, MAX 

0.000,9.761 

0,000, 0.171 



5%. 95% 

0.043,6.216 

0.000, 0.019 


# of BLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

2.409, NA 

0.009, NA 



SD, SE 

1.8649,0.2637 

0.0412, 0.005! 



MEDIAN 

1.986 

0.000 



MIN, MAX 

0.000,7.312 

n.ono, o.3 12 



5%, 95% 

0.051,6.478 

0.000,0.065 


P-value from Wiicoxon rank-sum test. 


■ Overall values calculated by first averaging the results across visits witliin a subject, tlien calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., Ml.234' will be used as 4.234’) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437665 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokeis of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 30 of 264) 


Biomarker: NNAL-Q-glucuronide ((pmol/mg Creatinine)/cigarene per day) Analytical Lab: Madison _____ 

Thnepoint _ Statistic _ Smokers _ Non-Smokers _ P-vaIue a 


Week 1 

N 

49 


MEAN, GEO MEAN 

0.175, NA 


SD, SE 

0.2469, 0.0353 


MEDIAN 

0.119 


MIN, MAX 

0.000, 1.729 


5%, 95% 

0.022, 0.364 


# ofBLQ/ALQ Values 

2/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

0.168, NA 


SD, SE 

0.1548,0.0228 


MEDIAN 

0.119 


MIN, MAX 

0.000,0.862 


5%, 95% 

0.011,0.465 


# of BLQ/ALQ Values 

1/0 

Overall* 

N 

50 


MEAN, GEO MEAN 

0.173, NA 


SD, SE 

0.1885, 0.02G7 


MEDIAN 

0.133 


MIN, MAX 

0-0(11), 1.296 


5%, 95 % 

0.023,0.364 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
n P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437666 


RSR 

Protocol No. PM-8450 
CovanceC-RU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpaint and Overall 

(Page 31 of 2641 


Biomattor: Cotinine (ua/24hr) _ Analytical Lab: Harrogate 


Timepomt 

Statistic 

Smokers 

Non-Smokers 

P-value 0 

Week! 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

1779.837, 1321.434 

3.165,2.104 



SD, SB 

1152.0055, [62.9182 

4.4410,0.5508 



MEDIAN 

1795.815 

1.930 



MIN, MAX 

26.790, 6435.660 

0.530,27.900 



5%, 95% 

308.979,3580.165 

0.780, 12.160 



li of BLQAA.LQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 


MEAN, GEO MEAN 

1817.746,1365.985 

3.684,2.287 



SD, SB 

1072.6598,153.2371 

7.4411,0.9230 



MEDIAN 

1731.974 

2,160 



MIN, MAX 

13.950,4366.890 

0.625,59.280 



5%, 95% 

226.118,3766.020 

0.815, 9.S04 



# of BLQ/ALQ Values 

0/0 

47/0 


Week3 

N 

46 

65 

<0001 


MEAN, GEO MEAN 

1953.822,1428,929 

2.968,2.232 



SD, SE 

1298.5750,191.4644 

3.6920, 0.4579 



MEDIAN 

1633.047 

2.050 



MrN, MAX 

6.393.5162.740 

0.750,25,870 



5%, 95% 

354.936,4856.040 

1.068, 7.188 



# of BLQ/ALQ Values 

0/0 . 

50/0 


Overall' 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

1 S22.896, 1402.080 

3.272,2.312 



SD, SE 

1058.1876, 149.5503 

4.4212,0.5484 



MEDIAN 

1695.438 

2.143 



MfN, MAX 

15.711,4483.278 

0.787,30.043 



5%, 95% 

374.266, 3774.690 

1.092,12,202 



“ P-value from Wilooxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.,'<1.234'will be used as '1.234') far the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437667 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,5.1-?. 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 32 of 264) 


Biomarker: Coluu'ne (mnol724hr) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Nuii-Snjokeis 


Week 1 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

10100.578,7499.138 

17.961, 11.943 



SD.SE 

6537.6311,924.5607 

25.2025,3.1260 



MEDIAN 

10191.251 

10.953 



MIN, MAX 

152.033,36522.371 

3.008, 158.333 



5%, 95 % 

1753.456, 20317.550 

4.427, 69.008 


# of BLQ/ALQ Values 

010 

49/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

10315.706,7751.966 

20.906, 12.977 



SD, SE 

6087,3442, 869.6206 

42.2284, 5.2378 



MEDIAN 

9828.952 

12,258 



MIN. MAX 

79.166,24782.101 

3.547, 336.414 



5%, 95% 

1283.220,21372.164 

4.625, 55.638 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

11087.937,8109,168 

16.845,12.667 



SD, SE 

7369.4133, 1086,5607 

20.9521,2.5988 



MEDIAN 

9267.542 

11.634 



MIN, MAX 

36.280,29298.550 

4.256, 146.812 



5%, 95% 

2014.262,27558.027 

6.061,40.792 


# of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

10344.938, 7956.855 

18.571, 13.119 



SD.SE 

G005.21S0, 849.2657 

25.0903, 3.1121 



MEDIAN 

9621.607 

12163 



MIN, MAX 

89.160,25442.605 

4.464,170.496 



5%, 95% 

2123.957,21421.368 

6.195,69.245 


r-value from Wilcoxon rank-sum test, 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234' will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437668 


RSR 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 




Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 





(Page 33 of264) 



Biomarkcr; Cotininc ft hry cigarette per day) Analytical Lab: HanoRpto 

TimAnnint SJfnPitrfif CtyinVom 




Week I 

N 

50 


N on-Smokers 

P-vaIue n 

NA 


MEAN, GEO MEAN 

130.879,101.508 




SD, SE 

108.2704,15.3117 





MEDIAN 

98.981 





MIN, MAX 

8.930,643.566 





5%y 95% 

29.911,301.113 





ft of BLQ/ALQ Values 

0/0 




Week 2 

N 

49 



NA 


MEAN, GEO MEAN 

155-721,110.210 




SD, SE 

190.7348.27.2478 





MEDIAN 

114.398 





MIN, MAX 

4.650, 1308.045 





5%, 95% 

32.303, 342.365 





# of BLQ/ALQ Values 

0/0 




Week 3 

N 

46 



NA 


MEAN, GEO MEAN 

142.739,113.905 




SD, SE 

86.5808, 12.7656 





MEDIAN 

118.942 





MIN, MAX 

2.131,335.938 





5%, 95% 

46.306,325.744 





# of BLQ/ALQ Values 

0/0 . 




Overall* 

N 

50 



NA 


MEAN, GEO MEAN 

141.944, 113.039 




SD. SE 

111.7605, 15.8053 





MEDIAN 

103.857 





MIN, MAX 

5.237,671.319 





5%, 95% 

47.120,299233 





NOTE: Values listed were normalized by taking (he original biomarkcr and dividing it by die number of cigarettes found fu question 4 of the weekly survey for the corresponding week. 
a P-vahie from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does no: apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g,, '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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PM3006437669 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkera of Exposure hy Timepoint and Overall 

(Page 34 of 264) 


Biomarker; Cotinine (fnjnpL/24hr)/cigarette per day) 
Tjjncpoipt _Statistic_ 


Analytical Lab: Harrogate __ 

_ Smokers _Non-Smokers 


P-valuc 3 


Week 1 


Week 2 


Week 3 


Overall' 


N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

H Of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MBAN. GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

742.740.576.060 
614.4343, 86-8941 
561.716 

50.678,3652.237 
169.746,1725.843 
0/0 

49 

883.715, 625.443 
1082.4199,154.6314 
649.206 

26.389,7423.156 
183.317, 1942.924 
0/0 

46 

810.046, 646.409 
491.3460,72,4450 
674.991 

12.093, 1906.445 
262.788,1848.600 
0/0 

50 

805.529,641.498 

6342410,89.6952 

589.388 

29.720, 3809.735 
267.406,1698.146 


NA 


NA 


NA 


NA 


NOTE: Values listed were normal iaed by taking tire original biomarker and dividing It by the number of cigarettes found in question 4 of the weekly survey for tile corresponding week. '-~ 

* P-value from Wilcoxon rank-sum test. 

Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
Of the quantification (e.g„ k:] ,234’will be used as ’1.234) for the averages across visits within a suhjeet thus eliminating all BLQ/ALQ values for (he overall statistics, 


Final Draft: 25 March 2003 


Page 431 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 




PM3006437670 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 35 of254) 


Biomarker: Cotinine (ng/mg Creatinine) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Snickers 

Non-Smokers 

P-vaIue“ 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1.607,1.095 

0.002, N A 



SD.SE 

1.2214,0.1727 

0.0030,0.0004 



MEDIAN 

1.401 

0.001 



MIN, MAX 

0.025,5.808 

0.000,0.020 



5%, 95% 

0.203,3.903 

0.000,0.009 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

1.474, 1.055 

0.003, NA 



SD, SE 

1.0867,0.1552 

0.0070,0.0009 



MEDIAN 

1.263 

0.002 



MIN, MAX 

0.016,5.177 

0.000,0.057 



5%, 95% 

0.148,3.337 

0.000,0.007 


it of BLQ/AT Q Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

1.609, 1.147 

0.002, NA 



SD, SE 

1.1859,0.1749 

0.0022,0,0003 



MEDIAN 

1.333 

0.002 



MIN, MAX 

0.006,5.186 

0.000,0.014 



5%. 95% 

0.383.4.005 

0.001,0.005 


# of BLQ/ALQ Values 

0/0 

50/0 


Overall’ 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1.575, 1J3S 

0.002, NA 



SD, SE 

1.1231, 0.15S8 

0.0035,0.0004 



MEDIAN 

1 305 

0.002 



MIN. MAX 

0,016,4.572 

0.000,0.026 



5%, 95% 

0.266,3.886 

0.001,0.007 



” P-va!ue from Wilcoxoit rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply os the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating ail BLQ.'ALQ values for the overall statistics. 
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PM3006437671 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hoar Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 36 of264) 


Biotnarker: Co ti nine (nmol/mg Creatinine) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

9.121,6.214 

0.013, NA 



SD, SE 

6.9314,0.9802 

0.0173,0.0021 



MEDIAN 

7.951 

0.006 



MIN, MAX 

0.142, 32.960 

0.000,0.114 



5%, 95% 

1.152, 22.150 

0.000,0.051 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

8.365,5.987 

0.017, NA 



SD, SE 

6.1668,0.8810 

0.0397,0.0049 



MEDIAN 

7.168 

0.011 



MIN, MAX 

0.091,29.379 

0.000,0.323 



5%, 95% 

0.840, 18.937 

0,000,0.040 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

9.133,6.511 

0.012, NA 



SD, SE 

6.7302,0.9923 

0.0124, 0.0015 



MEDIAN 

7.565 

0.011 



MTN, MAX 

0,034,29.431 

0.000,0.079 



5%, 95% 

2.174,22.728 

0.006,0.028 


# of BLQ/ALQ Values 

0/0 

50/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

8.937,6.454 

0.014, NA 



SD, SE 

6.3738, 0.9014 

0.0196,0.0024 



MEDIAN 

7.401 

0.009 



MIN, MAX 

0.089,25.944 

0.000.0,149 



S%, 95% 

1.510,22.053 

0.004, 0.03S 



" P-value from Wilcoxon rank-sum test, 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics actoss subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted 10 (he limit 
of the quantification (e.g., ‘<1.234' wit I be used ns ’1.234 j for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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PM3006437672 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 37 of264) 


Biomaricer: Cotinine (ftig/mg CreatinineVcicarcttc per day) 

Analytical Lab: Harrosaie 



Tiitiepoinl 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

0.129,0.084 




SD, SB 

0.1723,0.0244 




MEDIAN 

0.082 




MIN, MAX 

0.008,1.I62 




5%, 95% 

0.021,0.366 



It of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

0.154,0.085 




SD, SE 

0.3622,0.0517 




MEDIAN 

0.076 




MIN, MAX 

0.005,2.589 




S%, 95% 

0.023,0.303 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

0.125,0.091 




SD, SE 

0.1146,0.0169 




MEDIAN 

0.100 




MIN, MAX 

0.002, 0.580 




5%, 95% 

C.032. 0.321 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

50 


NA 

MEAN, GEO MEAN 

0.137,0.092 




SD, SE 

0.2027, 0.0287 




MF.DJ AN 

0(194 




MIN, MAX 

0.005.1.432 




5%, 95% 

0.034,0.3 tl 




NO IE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

3 P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (eg., '<1.234' will be used as '1.234') for tlie averages across visits within a subject thus eliminating all BLQ/ALQ values fnr the overall statistics. 
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PM3006437673 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 38 of 264) 


Biomarker: Cotinine (fnmol/mg CreatinineVcigaretffi per day) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-va!ue a 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

0.732,0.477 




SD, SE 

0,9777,0.1383 




MEDIAN 

0.462 




MIN, MAX 

0-047,6.592 




5%, 95% 

0.119,2.078 



if of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

0.871,0.483 




SD, SE 

2.0554,0/2936 




MEDIAN 

0.429 




MIN, MAX 

0.030,14.690 




5%, 95% 

0.129,1.721 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

0.709,0.519 




SD, SE 

0.6501,0.0959 




MEDIAN 

0.565 




NUN, MAX 

0.011,3.292 




5%, 95% 

0.182,1.821 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

50 


NA 

MEAN. GEO MEAN 

0.776,0.521 




SD, SE 

1.1504,0.1627 




MEDIAN 

0.533 




MIN, MAX 

0.029,8.127 




5%, 95% 

0.190,1.767 




NOTE: Values listed were normalized by taking the original biomarker and dividing It by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values dees not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’wi!! be used as ’1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437674 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tahle 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure hy Timepniut and Overall 

(Page 39 of 264) 


Biomarker: Cotinine (ng/mL) 
Timepoint _ Statistic 


Analytical Lab: Ham^atc _ 

_Smokers 


Non-Smokers 


r-vahie a 


Week 1 

N 

50 

65 


MEAN, GEO MEAN 

1029.4,773.3 

1.7,1.3 


SD, SE 

619.01,87.54 

2.09, 0.26 


MEDIAN 

919.4 

1.0 


MIN, MAX 

18.2,2626.8 

1.0,14.1 


5%, 95% 

226.0, 2263.4 

1.0,4.8 


# of BLQ/ALQ Values 

0/0 

49/0 

Week 2 

N 

49 

65 


MEAN, GEO MEAN 

1154.8,883.0 

1.9,1.3 


SD, SE 

788.02, 112.57. 

2.91,0.36 


MEDIAN 

975.4 

1.0 


MIN, MAX 

15.5, 4778.6 

1.0,20.8 


5%. 95% 

27.1.4,2343.3 

1.0, 4.1 


# Of BLQ/ALQ Values 

0/0 

47/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

1082.9, 837.2 

1.5, 1.2 


SD, SE 

632.01,93,19 

2.42,0.30 


MEDIAN 

998.4 

1.0 


MIN, MAX 

6.1.2858.1 

1.0, 19.9 


5%, 95% 

257.2,2346.7 

1.0.2.8 


# of BLQ/ALQ Values 

0/0 

50/0 

Overall' 

N 

50 

65 


MEAN, OEO MEAN 

1076.8, 846.7 

1.7, 1.3 


SD, SB 

616.60, 87.20 

2.10,0.26 


MEDIAN 

970.2 

1.0 


MIN, MAX 

13.5,3090.2 

1.0. 13.9 


5%, 95% 

275.9, 1962.5 

1.0,4,1 


<.0001 


<0001 


<0001 


<0001 


a P-valuc from Wilcoxon rank-sum test. ” ..’ ' “““-- 

’ Overall values calculated by first averaging tile results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/AI.Q values were converted to the limit 
of the quantification (eg., '<1.234* will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437675 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 40 of264) 


Biomarker: Gttinins (uusol/L) _ Analytical Lab: HaiTORitte 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week 1 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

5842.0,4388.4 

9,6, 7.3 



SD, SE 

3512.90,496.80 

11.88.1.47 



MEDIAN 

52173 

5.7 



MIN, MAX 

103.3, 14907.1 

5.7, 80.0 



$%, 05 % 

1282.6, 12844.8 

5.7,27.2 


# of BLQ/ALQ Values 

o/n 

49/0 


Week 2 

N 

49 

65 

<,0001 

MEAN, GEO MEAN 

6553.5,5010.8 

10.6.7.6 



SD, SE 

4472.01,638.86 

16.49,2.04 



MEDIAN 

5535,4 

5.7 



MIN, MAX 

88.0,27118.6 

5.7, 118.0 



5%, 95% 

1256.4. 13298.2 

5.7, 23.3 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

6145.4751.3 

8.7, 6.8 



SD, SE 

3586.67, 528.83 

13.73.1.70 



MEDIAN 

5665.7 

5.7 



MFN. MAX 

34.6.16219.7 

5.7, 112.9 



5%, 95% 

1459.6,13317.5 

5.7.15.9 


# of BLQ/ALQ Values 

0/0. 

50/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

6110.8,4805.3 

9.6,7.5 



SD, SE 

3499.18,494.86 

11.94. 1.48 



MEDIAN 

5505.8 

5.7 



MIN, MAX 

76.8,17537.1 

5.7, 78.7 



5%, 95% 

1566.0, 11137.0 

5.7,23.5 



1 P-value from Wilcoxon rank-sum lest. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to tEie limit 
of the quantification (e.g., ’<1.234* will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbt the overall statistics. 
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PM3006437676 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarfcers of Exposure by Timepoint and Overall 

(Page 41 of 264) 


Biomaikcr; Cotinine. ((TtEftni,)/ cigarette per day) Analytical Lab: Harrogate _-_ 

Tiinepohu _ Statistic _ Smokers ________ Non-Smokers ______ P-value 3 


Weekl 

N 

50 


MEAN, GEO MEAN 

74.4,59.4 


SD.SE 

52.18,7.38 


MEDIAN 

58.2 


MIN, MAX 

6.3,262.7 


5%. 93% 

15.1, 188.6 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

98.3, 71 2 


SD, SB 

121.43,17.35 


MEDIAN 

67.8 


MIN, MAX 

5.2, 843.9 


5%, 95% 

29.6, 238.9 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN. GEO MEAN 

90.8,66.7 


SD, SE 

91.22, 13.45 


MEDIAN 

62.9 


MIN, MAX 

2.0,571.6 


5%, 95% 

25.3,194,1 


ft of BLQ/ALQ Values 

0/0 

Overall" 

N 

50 


MEAN, GEO MEAN 

87.2, G7.9 


SD.SE 

8129, 11.50 


MEDIAN 

64.8 


MIN, MAX 

4.5,538.8 


5%, 95% 

31,8,161.5 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking ihe original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey ibr the corresponding week. 
a P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1.234* will be used as *L234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437677 


RSR 

Protocol No. PM-8450 

Covaiice CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 42 of264) 


Biomarker: Cotmine (Inmol/Ll/crearette per day) 

Analytical Lab; Harrogate 

Timepoint 

Statistic 

Smokers 

Weekl 

N 

50 


MEAN. GEO MEAN 

422.4,337.1 


SD, SB 

296.12,41.88 


MEDIAN 

330.1 


MIN, MAX 

35.9,1490.7 


5%, 95% 

85.7,1070,4 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN. GEO MEAN 

557.6,404.3 


SD, SE 

689.09, 98.44 


MEDtAN 

385.0 


MIN, MAX 

29.3,4789.2 


5%, 95% 

168.0,1355.9 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

515.3,378.7 


SD, SE 

517.71,76.33 


MEDIAN 

356.9 


MIN, MAX 

11.5.3243.9 


5%. 95% 

143.8,1101.4 


# of BLQ/ALQ Values 

0/0. 

Overall" 

N 

50 


MEAN, GEO MEAN 

494.9, 385.2 


SD, SE 

461.35,65.24 


MEDIAN 

367.7 


MIN, MAX 

25.6,3057.8 


5%, 95% 

180.6,916.8 


Non-Smokers 


P-valu& 3 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biornarker and dividing it by the iiuiiiber oi cigarettes touna in question ^ or tne weeiciy survey ror me conesponuin fc wcc*. 

* P-value from Wilcoxon rank-sum test. , ^ 4 ,. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.2)4'will be used as '1.234') for lhe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437678 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Honr Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 43 of2645 

Biomarkeri Coiiniiie-N-alticuronide (nmol/L) Analytical Lab: Harrogate _ 

— TiT ?g P- ™ g- Stat isti c . . . .S mokers __ Non-Stnokere _P-yalue a 


Week 1 N 

MEAN,GEO MEAN 
SD, SE 
MEDIAN 
M!N, MAX 
5%, 95% 

# of BI.Q/ALQ Values 


50 

12245.232,6153.63! 
13823.3167,1954.9122 
6149.147 
71.505,58435.475 
193.518,44549.885 
0/0 


65 <.0001 

7.692, NA 
18.2035,2.2579 
0.000 

0.000, 121.445 
0,000,38.023 
49/0 


Week2 

N 

49 

65 


MEAN, GEO MEAN 

14130.356,7525.660 

8.818, NA 


SD, SE 

15556.5168,2222.3595 

182860,2.2681 


MEDIAN 

7567.613 

U3S 


MIN, MAX 

73.775,77152.193 

0.000, 92.303 


5%, 95% 

310423,42263.995 

0.000,57.318 


it of BLQ/ALQ Values 

0/0 

47/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

11201.759,6697.690 

5.553, NA 


SD, SE 

9178.1533,1353.2449 

12.2139,1.5149 


MEDIAN 

8706.585 

0.000 


MIN, MAX 

RL153, 37456.135 

0.000,78.883 


5%, 95% 

756.478.27258.728 

0.000, 52.700 


# of BLQ/ALQ Values 

0/0 

50/0 

Overall' 

N 

50 

65 


MEAN, GEO MEAN 

12368.899,7152.222 

7.354, NA 


SD, SE 

11679.4403. 1651.7223 

13.6122, 1.6884 


MEDIAN 

8028 612 

0.946 


MIN, MAX 

75.478,53864.641 

0.000, 74 910 


5%, 95% 

430.165,31626.019 

0.000, 33.293 


<.0001 


c.OOOI 


<.0001 


■* P-value Horn Wilcoxon rank-sum test. .. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of B LQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., 'el.234’will be used as ‘1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437679 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour UrmeB'tomatkeis of Exposure by Tiroepoint and Overall 

(Page 44 of264) 


BiomaifcerCctmine-N-alucttrcniidc ftnmot/Lyriuarette per day) _ Analytical Lab; Harrogate 

Tunepoint _ Statistic _S mokers ___ Non-Smoke ni _P-value* 


Week 1 

N 

50 

NA 


MEAN, GEO MEAN 

76X287,472.703 


SD, SE 

771.9750,109.1737 


i 

MEDIAN 

527.289 



MIN, MAX 

23.835,3712.490 



5%, 95% 

64.506,2470.157 



# Of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 

NA 


MEAN, GEO MEAN 

967.011,607.184 

1 

SD, SE 

899.6229,128.5176 



MEDIAN 

591.851 



MIN, MAX 

24 597, 3857.610 



5%, 95% 

126.571.2367300 



# of BLQ/ALQ Values 

0/0 


; Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

871.974,533.895 

j 

SD, SE 

863.9490,127.3823 



MEDIAN 

578,257. 



MIN, MAX 

27.051.3961.718 



5%, 95% 

300391,2846.864 



# of BLQ/ALQ Values 

0/0 


Overall* 

N 

50 

NA 


MEAN, GEO MEAN 

864.434, 571.783 


SD. SE 

729.4937,103.1660 



MEDIAN 

698.097 



MIN, MAX 

25.159,3026.032 



5%, 95% 

128.640,2522.024 



NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by'the number of cigarettes found lit question 4 of the weekly sutvey for the corresponding week. " ' 

“ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g., t<1.234’wili be used as ’1.234) for {lie averages across visits within a subject tints eliminating all BLOW LQ values tor the overall statistics. 


Final Draft: 25 March 2003 


Page 441 of 15200 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 




PM3006437680 


RSR 

Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomsrkers of Exposure by Timepoint and Overall 

(Page 45 of264) 


Blomarken Cottnine-N-alucuronide (nmol/24hf) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week I 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

17584.204,10515.717 

12.227, NA 



SD.SE 

15317.1515,2166.1723 

25.2601,3.1331 



MEDIAN 

13519.978 

0.000 



MFN.MAX 

100.822,68651.6S3 

0.000,106.872 



5%, 95% 

561.202,52173.823 

0,000,75.621 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

18182.368,11642.571 

15.344, NA 



SD, SE 

14562.1275,2080.3039 

32.3372,4.0109 



MEDIAN 

14973.828 

1.396 



MIN, MAX 

66.398, 68665.452 

0.000,203.789 



5%, 95% 

523.023,54491.407 

noon, 73.080 


it of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN,GEO MEAN 

17809.284,11430.892 

9.953,NA 



SD.SE 

12417.3464, 1830.8378 

21.2412,2.6346 



MEDIAN 

16848.227 

0.000 



MIN, MAX 

85.048, 48692.976 

0.000, 105.328 



5%, 95% 

1043.940,37176.403 

0.000, 50.216 


# of BLQ/ALQ Values 

0/0 . 

50/0 


Overall* 

N 

50 

65 

<-.0001 

MEAN, GEO MEAN 

17588.204,11451.596 

12.508, NA 



SD, SE 

13197.5310,1866.4127 

22.7210,2.8182 



MEDIAN 

15932.218 

1.778 



MIN, MAX 

84.089, 57165.219 

0.000,104.966 



5%, 95% 

827.405,46579.291 

0.000,50.161 



3 P-value from WJlcoxon rank-sum test. 

Overall values calculated by first averaging tire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437681 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 46 of264) 


Biomarker Cotiniae-N-plucuronidr I(nmol/24hr)/cifiatetie per day) 


Analytical Lab: Harrogate 


Timepoint 


Statistic 


Smokers 


Non-Smokers 


P-valuc 1 


Week I 


Week 2 


Week 3 


Overall" 


N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# D f BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MTN, MAX 
5%, 95% 

H of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%. 95% 


SO 

1127.149,807.784 
1016.3918, 143.7395 
855.081 

33.607.6051.885 
142.017, 3069.048 
0/0 

49 

1313.513,939.344 
1175 2250,167.S893 
1020.252 
22.133, 6205.773 
271.996,3833.600 
6/0 

46 

1270.167,911.195 
899.0178, 132.5529 
1086.509 
28.349,40S0.569 
173.990,3033,231 
0/0 

50 

1232.649,921.621 
919.0081,129.9674 
922.614 

28.030, 5059.513 
249.511,2716257 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<l.234'will be used as 7.234') forllte averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437682 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers nf Exposure by Timepoint ami Overall 

(Page 47 of 264) 


Biotnarker: Cotinine-N-glucuronide (nmol/mg Creatinine) Analytical Lab: Harrogate 


Timepoint 

Statislic 

Smokers 

Non-Smokers 

P-vaIue“ 

Week l 

N 

50 

6S 

<0001 

MEAN. GEO MEAN 

13.335, 8.713 

0.008, NA 



SD.SE 

9.4621,1.3381 

0.0174, 0.0022 



MEDIAN 

12.095 

0.000 



MIN, MAX 

0.095,37.108 

0.000,0.075 



5%, 95% 

0.507.33.762 

0.000,0.055 


U of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.000! 

MEAN, GEO MEAN 

13.437, 8.986 

0.0! I, NA 



SD.SE 

10.4751, 1.4964 

0.0269, 0.0033 



MEDIAN 

11.760 

0.001 



MIN. MAX 

0.074.53.877 

0.000, 0.195 



5%, 95% 

0.522, 34.914 

0.000, 0.043 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

13.808, 9.156 

0.007, NA 



SD, SE 

10.2141, 1.5060 

0,0144, 0.0018 



MEDIAN 

14.106 

0.000 



MIN. MAX 

0.075, 49.743 

0.000,0.067 



.5%, 95% 

1.668, 34.847 

0.000, 0.035 


# of BLQ/ALQ Values 

0/0 

50/0 


Overall’ 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

13.481,9.180 

0.009, NA 



SD, SE 

9.5809,1.3549 

0.0167, 0.0021 



MEDIAN 

12.611 

0.001 



MIN, MAX 

0.081,38.906 

0.000,0.091 



5%, 95% 

0.809,38.061 

0.000,0.047 



P-valtie from Wjlcoxon rank-sum test. 

T Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1.234’will be used as ’l .234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006437683 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Nan-Smokers of 24-Hour Urine Bin markers Df Exposure by Timepoint and Overall 

(Page 48 of264} 

Biomarker: Coltnirre-N-glucurcmide niimol/mg Creatinineycigarette per day} _ Analytical Lab: Harrogate _ 

Timepoint Statistic _ Smokers __ Non-Smokers _ P-value° 


Week I 


Week 2 


Week 3 


Overall' 


N 

50 

MEAN. GEO MEAN 

0.906,0.670 

SD, SE 

0.7516.0.1063 

MEDIAN 

0.648 

MIN. MAX 

0.032, 3.670 

5%, 95% 

0.169, 2.486 

ft of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

1.052, 0.725 

SD, SE 

1.1509, 0.1644 

MEDIAN 

0.656 

MIN, MAX 

0.025, 6.653 

S%, 9S% 

0.244,2.843 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

1.036,0.731* 

SD, SE 

0.9616, 0.141S 

MEDIAN 

0.754 

MIN, MAX 

0.025. 5.120 

5%. 95% 

0.209,3.082 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

1.004,0.740 

SD, SE 

0.8814,0.1246 

MEDIAN 

0,753 

MIN, MAX 

0.027,4.364 

S%, 95% 

0.281,2.594 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for tire corresponding week. 

’ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234‘will be used as *1.234’) for the averages across visils within a subject ihus eliminating all BLQ/ALQ values for rhe overall statistics. 
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PM3006437684 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour I trine Biomarkers 

(Page 49 of264) 


of Exposure by Timepoirrt and Overall 


I 


i 


Biomarker Nicotine (mi/24iiri 


Timcpoiirt 


Analytical Lab: Harrogate 


Weekl 


Week 2 


Week 3 


Overall' 


Statistic 

Smokers 

Non-Smokers 

P-value fl 

N 

50 

65 

<•0001 

MEAN, GEO MEAN 

1745.037.1070.295 

4.817, 2.136 


SD.SE 

1430.1976.202.2605 

13.3902.1.6608 


MEDIAN 

1417.225 

1.850 


MIN. MAX 

18.048,5245.860 

0.530,93.100 


5%, 95% 

83.814,4727.375 

0.800,13.992 


<t of BLQ/ALQ Values 

0/0 

51/0 


N 

49 

65 

<0001 

MEAN, GEO MEAN 

1806.112, 1170.199 

7.050,2.147 


SD.SE 

1358.1127, 194.0161 

37.2887,4.6251 


MEDIAN 

1573,750 

2.000 


MIN, MAX 

10.980,5904.527 

0.625, 302.670 


5%, 95% 

94.792,4729.200 

0.815,6.758 


« of BLQ/ALQ Values 

0/0 

54/0 


N 

46 

65 

<0001 

MEAN, GEO MEAN 

2033.500,1264.500 

2.387,2.037 


SD, SE 

1625.9686.239.7360 

1.8384,0.2280 


MEDIAN 

1632.768 

2.000 


MIN, MAX 

5 450, 6614.080 

0.750, 13.650 


5%, 95% 

161.699. 5668.540 

0990,4 740 


# Of BLQ/ALQ Values 

0/0 

57/0 


N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1827.982, 1226.585 

4.751.2.29 J 


SD, SE 

1277.8760, 180.7190 

15.2674,1.8937 


MEDIAN 

1696.911 

2.J43 


MIN, MAX 

11.493,4824.558 

0.793, 121.310 


5%. 95% 

130.092,4297.933 

0.980.8.342 



* P-value from Wilcoxon rank-sum test. "" 

■ Overall values calculated by first averaging the results across visits within a subject, (lien calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tbe BLQ/ALQ values were converted to the limit 
of die quantification (e.g., '<1.234’ wilt be used as '1.234') for the averages across visits within a subject thus eliminating all DLQ/ALQ values for the overall statistics. 
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PM3006437685 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 50 of 204) 


Diomarker: Nicotine ftrni-.il/241ir) Analytical Lab: Hamjgate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 


Week 1 

N 

50 

65 

<.000 1 

MEAN, GEO MEAN 

10758.156, 6598.368 

29.696,13.171 



SD, SE 

8817.1680, 1246.9359 

82.5504, 10.2391 



MEDIAN 

8737.192 

11.405 



MIN, MAX 

111.266,32340.727 

3267, 573.962 



5%, 95% 

516.713,29144.267 

4.932, 86.261 


# of BLQ/AT.Q Values 

0/0 

51/0 


Week 2 

N 

49 

65 


MEAN, GEO MEAN 

11134.681,7214.277 

43.463, 13.235 



SD, SE 

837X7650, 1196.1093 

229.8849,28.5137 



MEDIAN 

9702.169 

12.330 



MIN, MAX 

67.692, 36401.409 

3.853,1865.961 



5%. 95% 

584.393.29155.518 

5.024,41.663 


H of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

12536,527,7795.640 

14.714. 12.560 



SD, SE 

10024.0962, 1477.9724 

11.3339, 1.4058 



MEDIAN 

10066.012 

12.330 



MIN, MAX 

33.599,40775.803 

4.624,84.152 



5%, 95% 

996.874,34946.549 

6,103.29.222 


tt of BLQ/ALQ Values 

0/0 

57/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

11269.508,7561.892 

29.291, 14.125 



SB, SE 

7878.1057,1114.1324 

94.1236, 11.6746 



MEDIAN 

10461.455 

13.214 



MIN, MAX 

70.852, 29743.402 

4.891,747.878 



5%, 95% 

802.015, 26496.759 

6.042,51.426 


11 P-vaiue from Wilcoxon rank-sum lest. 


' Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does nor apply as tile BLQ/ALQ values were converted to the limit 
of the quantification <e.g,, ’<1.2 34‘will be used as *1234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006437686 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokeis of 24-Hour Urine Biomarkers Of Exposure by Timepoint and Overall 

(Page 51 of 264) 


Biomarker: Nicotine ((iifi/24hr)/ciftarette per day) Analytical Lab. Harrogate 

_ Timepoint _ Statistic _ Smokers _”_ Non-Sniotere P-value a 


Week 1 

N 

50 


MEAN, GEO MEAN 

115.774,82.217 


SD, SE 

102,3062, 14,4683 


MEDIAN 

91.850 


MIN, MAX 

6.016,590,746 


5%, 95% 

16.763,272.020 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

153.863, 94.414 


SD, SE 

248.5400, 35.5057 


MEDIAN 

92.998 


MIN, MAX 

3.660, 1747.393 


5%, 95% 

16.394,360.360 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

135.489, 100.798 


SD, SE 

90.2543, 13.3073 


MEDIAN 

121.820 


MIN, MAX 

1.817,422.898 


5%, 95% 

23.100,275.895 


H of BLQ/ALQ Values 

0/0 

Overall' 

N 

50 


MEAN, GEO MEAN 

132.882, 100.253 


SD, SE 

123.8433,17.5141 


MEDIAN 

116.709 


MIN, MAX 

3.831,849.365 


5%, 95% 

39.378,281.914 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey tor the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging tbe results across visits within a subject, then calculating lire descriptive statistics across subjects, Count of BLQ/ALQ values doca not apply as die 13LQ/ALQ values were convened lo [lie limit 
af the quantification (e.g„ '<[.234'will be used as T .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437687 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.21-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 52 of264) 


Biomarker: Nicotine ((nmol/24lir)/rigareUc per day) Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers ______ 


Week 1 

N 

50 


MEAN, OEO MEAN 

719.909,506.866 


SD.SE 

630.7173, 89.1969 


MEDIAN 

566.254 


MIN, MAX 

37.089,3641.947 


5% 95% 

103.343,1677.003 


# of BLQ/ALQ Vahies 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

948.567, 582.061 


SD,SE 

1532.2484,218.8926 


MEDIAN 

573.331 


MIN, MAX 

22.564,10772.675 


5%, 95% 

101.072, 227.1.619 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

835.292,621.417 


SD, SE 

556.4178, 82.0393 


MEDIAN 

751.016 


MIN. MAX 

11.200,2607.168 


5%, 95% 

142.411,1700.894 


of BLQ/ALQ Values 

0/0 

Overall* 

N 

50 


MEAN, GEO MEAN 

819.216,618.061 


SD, SE 

763.4933,107.9743 


MEDIAN 

719.512 


MIN, MAX 

23.618,5236.332 


5%, 95% 

242.766,1737.999 


NOTE: Values listed were normalized by taking the original biomarker and. dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum te3t. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating tho descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’will be used as *1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437688 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 


Biomarker: Nicotine fiig/mn Creatinine) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biottiarkers of Exposure by Timepoint and Overall 

(Page 53 of 264] 

Analytical Lab: Harrogate 


Timepotat 

Statistic 

Smokers 

Non-Smokers 

P-va!ue* 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1.551.0.887 

0.003,NA 



SD, SE 

1.6269,0.230! 

0.0074, 0.0009 



MEDIAN 

1.072 

0.001 



MW, MAX 

0.017.8.892 

0.000,0.044 



5%, 95% 

0.071,5.001 

0,000, 0,012 


U of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

n 

49 

65 

<.0001 

MEAN, GEO MEAN 

1.459,0.903 

0.006, NA 



SD, SE 

1.3786,0.1969 

0.0357, 0.0044 



MBD1AN 

1.262 

0.UO1 



MW, MAX 

0.012,6.916 

0.000, 0.289 



5%, 95% 

0.071,4,633 

0.000, 0.004 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

1.565, 1.015 

0.002, N A 



SD, SE 

1.1600,0.1710 

0.0012, 0.0002 



MEDIAN 

1.471 

O.OOJ 



MIN, MAX 

0.005, 5.060 

0.000, 0.008 



5%. 95% 

0.107.4.177 

0.000. 0.004 


It of BLQ/ALQ Values 

0/0 

57/0 


Overall’ 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1.522,0.990 

0.004, NA 



SD, SE 

1.2602,0.1782 

0.0137, 0.0017 



MEDIAN 

!.3Sf 

0 007 



MIN, MAX 

0.011,5.866 

0.000, 0.111 



5%, 95% 

0.119,4.066 

0.001,0.006 



a P>value from Wflcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< 1,234' will be used as'1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437689 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 54 of264) 


Biomarker; Nicotine (timul/mg Creatinine) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc a 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

9.559, 5.466 

0.020, NA 



SD.SE 

10.029S, 1.4184 

0.0459, 0.0057 



MEDIAN 

6.606 

O.OQ6 



MIN, MAX 

0.105,54.819 

0.000, 0.271 



5%, 95% 

0.438, 30.831 

0.000, 0.074 


# of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

8.998, 5.565 

0.039, NA 



SD.SE 

8.4990, 1.2141 

0.2199,0.0273 



MEDIAN 

7.780 

0.006 



MIN, MAX 

0.074,42.637 

0.000, 1.782 



5%, 95% 

0.438,28.562 

0.000, 0.025 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

9.650, 6.259 

0.910, NA 



SD.SE 

7.1517,1.0545 

0.0076, 0.0009 



MEDIAN 

9.066 

0.006 



MIN. MAX 

0.031,31.195 

0,000.0.049 



5%, 95% 

0.660, 25.751 

0.000,0.025 


# of BLQ/ALQ Values 

0/0. 

57/0 


Overall" 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

9.382,6.109 

0.023, NA 



SD.SE 

7.7691, 1.0987 

0.0841,0.0104 



MEDIAN 

8.328 

0.010 



MIN, MAX 

0,070,36.164 

0.000, 0.682 



5%, 95% 

0.734,25.067 

0.004,0.039 



a P* value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does nor apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g, 5 , <l-234’will be used as ’1 234*) for tile averages across visits within a subject tlms eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437690 






RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timcpoint and Overall 

(Page 55 of 264) 


Bio-marker: Nt ootin e (Tu Kftng Creatinine)/cigarette per day) Analyti cal Lab: Harrogate _ 

Tiinepuini _ Statistic _ Smokers _ Non-Smokcra _ P-value" 


Week 1 

N 

50 


MEAN. GEO MEAN 

0,121,0.068 


SD, SE 

0.2468,0.0349 


MEDIAN 

0.071 


MIN, MAX 

0.006, 1.778 


5%, 95% 

0.014,0.191 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

0.161,0.073 


SD, SE 

0.4856.0.0694 


MEDIAN 

0.065 


MIN, MAX 

0.004, 3.458 


5%, 95% 

0.013,0.244 


ft of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

0.110,0.081 


SD, SE 

0.0761,0.0112 


MEDIAN 

0.091 


MTN, MAX 

0.002, 0,358 


5%, 9 5% 

0.016,0255 


ft of BLQ/ALQ Values 

0/0 

Overall* 

N 

50 


MEAN, GEO MEAN 

0.130, 0.081 


SD, SE 

0.2565, 0.0363 


MEDIAN 

0.081 


MIN, MAX 

0.004,1.865 


5%, 95% 

0.023,0.227 


NOTE: Values listed were normalized by taking the original faiomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437691 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 56 of 264) 


Timepoint 

Statistic 

Smokers 

Week 1 

N 

50 

MEAN, GEO MEAN 

0.747,0.420 


SD, SE 

1.5220,0.2152 


MEDIAN 

0.438 


MIN, MAX 

0.035,10.964 


5% 95% 

0.088,1.178 

# of BLQ/ALQ Values 

0/0 

Week2 

N 

49 

MEAN, GEO MEAN 

0.991,0.449 


SD, SE 

2.9937,0.4277 


MEDIAN 

0.400 


MIN, MAX 

0.025,21.319 


5%, 95% 

0079,1.504 

# of BLQ/A LQ Va lues 

0/0 

Week 3 

N 

46 

MEAN, GEO MEAN 

0.675,0.499 


SD, SE 

0.4695,0.0692 


MEDIAN 

0.564 


MIN, MAX 

0.010,2.207 


5%, 95% 

0.099,1.570 

# of BLQ/ALQ Values 

0/0 

Overall* 

N 

50 

MEAN, GEO MEAN 

0.800,0.500 


SD. SE 

1.5812,0.2236 


MEDIAN 

0.499 


MIN, MAX 

0.023, II.497 


5%, 95% 

0.143,1.399 

NOTE: Values listed were normalized by taking the original bio marker and dividing 

P-value from Wilcoxon rank-sum test. 



Non-Smokere 


P-vaIue a 


NA 


NA 


NA 


NA 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjocrs. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
ofthe quantification (e.g., '<1.234’will be used as ’1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437692 


RSR 

Protocol Nu. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of F.xpnsura by Timepoint and Overall 

(Page 57 of264) 


Biomarlcer: Nicotine (us/uiLj _ Analytical Lab: Harrogate ___________ 

-Timepoint_ Statistic _ Smokers _ Non-Smokers _ P-value" 


Week 1 

N 

50 

65 


MEAN, GEO MEAN 

1141.8,626.3 

22,1.3 


SD,SE 

1210.89,171.25 

425,0.53 


MEDIAN 

649.3 

t.O 


MIN, MAX 

12.8,6329.6 

1.0,24.5 


5%, 95% 

45.8,3752.0 

1.0. 6.8 


# of BLQ/ALQ Values 

0/0 

51/0 

Week 2 

N 

49 

65 


MEAN, GEO MEAN 

1245.5,756.4 

2.9, 1.3 


SD, SE 

1251.38, 178.77 

13.05,1-62 


MEDIAN 

835.4 

1.0 


MIN, MAX 

122, 6634.3 

1.0, 106.2 


5%, 95% 

83.5,3489.6 

1.0,4.3 


# of BLQ/ALQ Values 

0/0 

54/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

1166.7,740.9 

1.2, 1.1 


SD, SE 

933.84,137.69 

124,0.15 


MEDIAN 

911.3 

1.0 


MIN, MAX 

5.2, 3630.2 

1.0,10.5 


5%, 95% 

131.0,3006.4 

1.0, 1.7 


# of BLQ/ALQ Values 

0/0 . 

57/0 

Overall’ 

N 

50 

65 


MEAN, GEO MEAN 

1107.2,745.0 

2.1. 1.3 


SD, SE 

1017.73, 143.93 

5.34, 0.66 


MEDIAN 

815.5 

1.0 


MIN, MAX 

10.1,5531.4 

1.0,42.7 


5%, 95% 

69.4,2950.7 

1,0,3.3 


<.0001 


<.0001 


<.0001 


<.0001 


* P-value from Wilcoxon rank-sum test. ..'—• 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does uot apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234’wil! be used as ’1.2340 for the averages across visits within a subject tints eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437693 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoinl and Overall 

(Page 58 of 264) 


Biomatker: Nicotine (nmol/U _ Analytical Lab: Harrogate 


Timepuint Statistic 

Sinokcis 

Non-Smokers 

P-velue 3 

Week 1 N 

so 

65 

<.0001 

MEAN. GEO MEAN 

7039.3,3S61.3 

13.5,8.1 


SD, SE 

7465.15, 1055.73 

26.18,3.25 


MEDIAN 

4002.7 

6.2 


MIN. MAX 

78.9, 39022.0 

6.2,151.0 


5%, 95% 

232.4,23131.1 

6.2,41.9 


If of BLQ/ALQ Values 

0/0 

51/0 


Week 2 N 

49 

65 

<,0001 

MEAN, GEO MEAN 

7678.6,4663.2 

18.2,7.7 


SD, SE 

7714.75,1102.11 

80.42,9.97 


MEDrAN 

5150.2 

6.2 


MIN, MAX 

75.2,40900.5 

6.2, 654.7 


5%, 95% 

514.8,21513.4 

6.2,26.5 


# of BLQ/ALQ Values 

m 

54/0 


Week 3 N 

46 

65 

<.0001 

MEAN, GEO MEAN 

7192.6,4567.8 

7.6,6.8 


SD, SE 

5757.14,848.84 

7.61,0.94 


MEDIAN 

5618.2 

6,2 


MIN, MAX 

32.1,22380.2 

6.2,64.7 


5%, 95% 

807.6. 18534.5 

6.2,10.5 


# of BLQ/ALQ Values 

0/0 

57/0 


Overall" N 

50 

65 

<■0001 

MEAN, GEO MEAN 

7196.0,4592.7 

13.1,8.1 


SD, SE 

6274.31,887.32 

32.91,4,08 


MEDIAN 

5077,4 

6.2 


MIN. MAX 

62.1,34100.9 

6.2,263.2 


5%, 95% 

427.6, 18191.3 

6.2,20.3 



" P-valtte from Wllcoxon rank-sum lest. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tbe BLQ/ALQ values were converted to tbe limit 
of the quantification (e.g,, ’<1.234' will be used as '1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437694 




RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 





Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 59 of264) 


Bio marker: Nicotine ((na/iuLVcigarette per day) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 


Week 1 

N 

50 



MEAN, GEO MEAN 

74.5.48.1 




SD, SE 

73.23, 10.36 




MEDIAN 

53.8 




MIN, MAX 

43,312.7 




5%, 95% 

92, 287.7 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 



MEAN, GEO MEAN 

103.7,61.0 




SD, SE 

166.97,23.85 




MEDIAN 

55.7 




MIN, MAX 

4.1, 1127.4 




5%, 95% 

15.7,307.9 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

85.9,59.11 




SD, SE 

76.09, 11.22 




MEDfAN 

66.1 




MIN. MAX 

1.7,374.9 




5%, 95% 

14.7,242.0 



# of BLQ/ALQ Values 

0/0 



Overall" 

N 

50 


NA 

MEAN, GEO MEAN 

86.4, 60.6 




SD. SE 

93.76, 13.26 




MEDIAN 

55.0 




MIN, MAX 

3.4,603.3 




5%, 95% 

20.1,210.8 



MU 1 b. Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

3 P-v»ilue from Wilcoxon rank-sum test 


’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’cl 234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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PM3006437695 


• • # 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.!-2 

Statistical Comparison Between Smokers and Non-Smokers ot'24-Hnur Urine Biomarken ofExposure by Timepointand Overall 

(Page 60 of264) 


Biomaricer: Nicotine ((nnoi/L (/cigarette per day) Analytical Lab: Harrogate 


Timepoint 


Week 1 


Week! 


Week 3 


Overall' 


Statistic 

Smokers 

N 

50 

MEAN, GEO MEAN 

459.0,296.6 

SD, SE 

451.47, 63.85 

MEDIAN 

331.6 

min, max 

26.3, 1927.6 

5%, 95% 

56.5,1773.7 

<f ofBLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

639.3,376.3 

SD, SE 

1029.33, 147.05 

MEDIAN 

3432 

MIN, MAX 

25.1,6950.1 

5%, 95% 

97.0, 1898.3 

# ofBLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

529.4, 364.1 

sn, sf. 

469.06. 69.16 

MEDIAN 

4072 

MIN, MAX 

10.7,2311.4 

5%, 95% 

90,3,1492.0 

tt of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

532.9,373.4 

SD, SE 

578.08, 81.75 

MEDIAN 

339.1 

MIN, MAX 

20.7,3719.4 

5%, 95% 

123.7. 1299.5 


Non-Smokers 


P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were norinalizedby raking (be original biSniiuteraod dividing ii by the number of eigarc(t«&un<i in question 4 ofthe weekiyin veyfor tile carresppnding week. “ " ‘ ~ 

3 P-vaJue from Wifcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subjecl, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the Blq/ALQ values were converted to the limit 
of the quantification (e.g., '<[.234’ will be used as'(.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the Overall statistics. 
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PM3006437696 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biornarkers of Exposure by Timepoint and Overall 

(Paged of264) 


Biomarkcr: Nicotinc-N-ghrcuronide imnol/L) Analytical Lab; Harrogate 

_ Timepoint Statistic Smokers _Non-Slnokc.-s 


Week 1 

N 

49 

62 


MEAN. GEO MEAN 

2978/211, 1359.261 

1.810. NA 


SD.SE 

3802.1449,543.1636 

4.2784,0.5434 


MEDIAN 

1405.004 

0.000 


MIN, MAX 

17.879, 17624.502 

0.000,22.811 


5“/., 95% 

71.514, 11547.045 

0.000, 9.248 


# of BLQ/ALQ Values 

0/0 

51/0 

Week 2 

N 

48 

63 


MEAN, GEO MEAN 

3456.562,1750.146 

2.593, NA 


SD, SB 

4353.5928, 628JS7U 

12.6584, 1.5948 


MEDIAN 

1479.292 

0,000 


MIN, MAX 

68.432,25269.102 

0.000,99.257 


5%. 95% 

121.451, 10055.115 

0.000, 9.864 


# Of BLQ/ALQ Values 

0/0 

54/0 

Week 3 

N 

45 

65 


MEAN, GEO MEAN 

2802.102, 1441.503 

1.328, NA 


SD, SE 

2424.2917, 361,3921 

4,0898,0.5073 


MEDIAN 

2594.232 

0.000 


MIN, MAX 

12.330.8494.754 

0.000,28.976 


5%, 95% 

27.126,8015,733 

0.000,6.165 


# of BLQ/ALQ Values 

0/0 

57/0 

Overall' 

N 

50 

65 


MEAN, GEO MEAN 

2971.557, 1586.553 

3.914, NA 


SD.SE 

3164.2230,447.4887 

5.4016, 0,6701) 


MEDIAN 

1558.718 

DODO 


MIN, MAX 

22.503, 14522.685 

0.000, 36,579 


5%, 95% 

98.640,9135.914 

0.000, 7.707 


P-value" 


<0001 


<0001 


<•0001 


<.0001 


fl r-value from Wilcoxon tank-sum test. “ ' 

' Overall values calculated by first averaging lire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tlte BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<i ,234’will be used as *1.234’} tor the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overalt si at i sties. 
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PM3006437697 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.7. 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Trntepoint and Overall 

(Page 62 of264) 


Bioinarlcer: Nicotine-N-^lucuiuiiide (Cnmol/LydRarette per day) 
Timepoint _ Statistic _ 


Analytical Lab: Harrogate 
Smokers _ 


Nua-Smukcrs 


P-vatue* 


Week] 


Week 2 


Week? 


Overall 


N 

49 

MEAN, GEO MEAN 

18fi.474, 106.209 

SD.SE 

2262210,323173 

MEDIAN 

100.816 

MIN, MAX 

5.960, 1036.735 

5%, 95% 

18.187,720.449 

# of RLQ/ALQ Values 

0/0 

N 

48 

MEAN, GEO MEAN 

237.481, 137.093 

SO, SE 

267.3848,38.5937 

MEDIAN 

139.734 

MIN, MAX 

4.562, 1263.455 

5%, 95% 

33.044,730.384 

# of BLQ/ALQ Values 

0/0 

N 

45 

MEAN, GEO MEAN 

213-931, 113.039 

SD,SE 

198.0646, 295257 

MEDIAN 

145,682 

MrN, MAX 

1.192, 674.143 

5%, 95% 

9.042,555.261 

If of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

206.210, 1Z7.S24 

SD.SE 

200.0369, 28.2895 

MEDIAN 

126.274 

MIN, MAX 

7.501,756.966 

5%, 95% 

25.616,705.631 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original blomarker and dividing it by the number of cigarettes found in question 4 Of the weekly survey for the corresponding week. 

* P-value from Wiicotton nmk-sum test. 

Overall values calculated by first averaging the results across visits within a subject, Ihen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo ihe limit 
of the Quantification {e.g„ '<1.234’ will be used as '1.2343 for the averages across visits within a subject thus eliminating aff 8 LQ/ALQ values for the overall statistics. 
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PM3006437698 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokens of 24-Hour Urine Bioniarkers of Exposure by Timepoint and Overall 

{Page <53 of264) 


Biomarken Nicotine-N-filucnronide fnmol/24fir) 

Analytical Lab; Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

49 

62 

c.OOOl 

MEAN, GEO MEAN 

4098.496,2293.981 

3.042, NA 



SD, SE 

4073.6525, 581.9504 

7.0213. 0.8917 



MEDIAN 

2740.959 

0.000 



MIN, MAX 

25.209,22030.628 

0.000,29.594 



5%, 95% 

162.756,10788.304 

0.000,22.042 


# of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

48 

63 

<0001 

MEAN. GEO MEAN 

4409.210,2738.292 

6.347, NA 



SD, SE 

4279.9893,617.7632 

35.7513,4.5042 



MEDIAN 

3529.IS9 

0.000 



MIN, MAX 

177.318,22489.501 

0.000,282.882 



5%, 95% 

294258,1IS07.4S6 

0.000,14.886 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

45 

65 

<.0001 

MEAN, GEO MEAN 

4437.910,2471.845 

2.326, NA 



SD, SE 

3364.7124,501.5817 

6.2367,0.7736 



MEDIAN 

4005.325 

0.000 



MIN, MAX 

17.262, 12487.288 

0.000,37.669 



5%, 95% 

52.296,10485.827 

0.000,14.303 


#ofBLQ/ALQ Values 

0/0 

57/0 


Overall" 

N 

50 

65 

<■0001 

MEAN, GBO MEAN 

4172.890,2585.250 

3.898, NA 



SD, SE 

3505.6233,495.7700 

13.5723, 1.6834 



MEDIAN 

3084.908 

0.000 



MW, MAX 

7A819,15441.801 

0 000,104.041 



5%, 95% 

199.791,11219.242 

0.000, 18.618 



a P-value from Wilcoxoti rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ 1.234* will be used as ‘1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006437699 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2-1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere nf Exposure hy Timepoint and Overall 

(Page 64 of 264) 


Biomarker: Nicotine-N-glucuronide ((nmol/24hrVciparette per day) _ Analytical Lab: Harrogate 

- Timepoint _ Statistic _ Smokers __ _ Non-Smokers ~ _ ~~ P-value* 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

M of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SB 
MEDIAN 
MIN, MAX 
5%, 95% 

H of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


49 

266.383. 179244 
263,2107,37.6015 
183.997 

S.403, 1295.919 
24.734,837.161 
0/0 

48 

325.513,214 .496 
356,1870,51.4112 
200.027 

19.617,1680.171 
59.810, 1124.475 
0/0 

45 

317.537, 193.635 
2513426,37.4679 
253.798 
3.452, 929.600 
9.476.741.273 
0/0 . 

50 

295.119,209.508 
251.5093,35.5688 
189.633 

8.940,1230.708 
43.896, 767.442 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by Itie number ofeigarettes found m question 4 of the weekly survey fbrtlie corresponding week. 
a P-vnluc from Wilcoxon rank-sum test. 

' Overall values calculated by first averaBingthe results across visits within a subject, then calculating die descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.234’will be used as 7.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values tortile overaii statistics. 
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PM3006437700 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 65 of264) 


Biomarker: Nic«tine-N-siucuroitide (nmol/mc Creatinine) 

Analytical Lab: Harrogate _ 



Timepomt 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

49 

62 

<0001 

MEAN. GEO MEAN 

3.019, 1 886 

0.002, NA 



SD.SE 

2,3754,0.3393 

0.0048,0.0006 



MEDIAN 

2.774 

0.000 



MIN, MAX 

0.024, 12.113 

0.000,0.023 



5%, 95% 

0.135,7.058 

O.OGG, 0.012 


# of BLQ/ALQ Values 

0/0 

51/0 


Week 7 

N 

48 

63 

<0001 

MEAN. GEO MEAN 

3.238,2.097 

0.006, NA 



SD,SE 

3.1048,0.4481 

0.0340,0.0043 



MEDIAN 

2.47) 

0.000 



MIN, MAX 

0.153, 17.646 

0.000, GZ270 



5%, 95% 

0.222, 6.805 

0 . 000 , 0.011 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

45 

65 

<0001 

MEAN. GEO MEAN 

3.372, 1.946 

0.001, NA 



SD, SE 

2,5882,03858 

0.0034,0.0004 



MEDIAN 

2.840 

0.000 



MIN, MAX 

0,020,10.615 

o . aoo , o . 02i 



5%, 95% 

0.056, 8.031 

0.000,0.008 


U of BLQ/ALQ Values 

0/0 

57/0 


Overall' 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

3.169,2,071 

0.003, NA 



SD, SE 

2.4360,0.3445 

0.0122,0.0015 



MEDIAN 

2.643 

0.000 



MIN, MAX 

0.025, 10.339 

0.000,0.097 



5%, 95% 

0.190,8.383 

0.000,0.009 



8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values dues not apply as the BLQ/ALQ values were converted to die limit 
of the quantification (e.c., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BlQ/ALQ values for the overall statistics, 
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PM3006437701 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tahlc 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoitrtand Overall 

(Page 66 of264) 

Biomarker Nicottne-IS-glucuronide ({iunot/mg CreatUritte)/clgarette per day) Analytical Lab: Harrogate ___ 

Time point _ Statistic _ Smokers _ Nou-Smokers _ P-value 3 


Week 1 

N 

49 


MEAN, GEO MEAN 

0.209,0,147 


SD.SE 

0.1807,0,0258 


MEDIAN 

0.139 


MIN, MAX 

0.008,0.713 


5%, 95% 

0.031,0.079 


tt of BLQ/ALQ Values 

CTO 

Week 2 

N 

48 


MEAN, GEO MEAN 

0.258.0.164 


SD.SE 

0.3189,0,0460 


MEDIAN 

0.151 


MIN, MAX 

0.015,1.647 


5%, 95% 

0.051,0.882 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

45 


MEAN, GEO MEAN 

0.251,0.153 


SD.SE 

0.2391,0.0356 


MEDIAN 

0.165 


MIN, MAX 

0004,1.213 


5%, 95% 

0.008,0.710 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

SO 


MEAN, GEO MEAN 

0.237,0.168 


SD.SE 

0.2165,0.0306 


MEDIAN 

0.150 


MIN, MAX 

0.008,1.065 


5%, 95% 

0.042,0.590 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

0 P-value from Wilcoxon rank-sum test. 

j * Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to tlue limit 

of the quantification (e g., *<1.234’will be used as ’1.234*) for die averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437702 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 67 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (nmnl/mg Creatinine) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _Non-Smokers 


Week 1 

N 

50 

65 


MEAN. GEO MEAN 

68.467,49.888 

0.073, NA 


SD, SB 

43.2595, 6.1178 

0.1188,0.0147 


MEDIAN 

62.776 

0,033 


MIN, MAX 

0.762, 171.322 

0.000,0.677 


5%, 95% 

8.068, 162.785 

0.017,0.340 


# Of BLQ/ALQ Values 

0/0 

0/0 

Week 2 

N 

49 

65 


MEAN, GEO MEAN 

69-207,51.472 

0,112, NA 


SD, SE 

45.1471,6.4496 

0.3667. 0.0455 


MEDIAN 

63.557 

0.033 


MIN, MAX 

0.520, 177.245 

0 000, 2.938 


5%, 95% 

10.256.162.182 

0.016, 0.209 


# of BLQ/ALQ Values 

0/0 

0/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

71.913,53.378 

0.057,0.039 


SD, SE 

46.2520,6.8195 

0.0733, 0.0091 


MEDIAN 

62.122 

0.033 


MIN, MAX 

0.402,204.112 

0.011,0.470 


5%, 95% 

14.475, 163.660 

0.017, 0.174 


# of BLQ/ALQ Values 

0/0 

0/0 

Overall' 

N 

50 

65 


MEAN. GEO MEAN 

69.731, 52.459 

0.081,0.044 


SD, SE 

43.5014.6.1520 

0.1621,0.0201 


MEDIAN 

64.514 

0.035 


MIN, MAX 

0.561,182.343 

0.011,1.222 


5%, 95% 

10.933, 150.824 

0.017,0.255 


P-vafue 1 


<0001 


<0001 


<.0001 


<.0001 


n P-value from Wilcoxon rank-sum test. —— . “ ' “ 1 —"- 

Overall values calculated by first averaging (he results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted tu the limit 

of the quantification (e.g., Vl,234’wil] be used as ”1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437703 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Binmaricen? of Exposure by Timepnint and Overall 

(Page 68 of264) 

Biomarker: Sum of Nicotine and Nicotine metabolites ((nmoI/mgCneatinineycisarelte per day) _ Analytical Lab: Harrogate _ 

Tiroepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall' 


N 

50 

MEAN, GEO MEAN 

4.963,3.832 

SD, SE 

4.9765,0.7038 

MEDIAN 

3.716 

MIN, MAX 

0.254,34.264 

5%, 95% 

1,063,12.963 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

6.265.4.153 

SD, SE 

1L2S61,1.6123 

MEDIAN 

3.606 

MIN, MAX 

0.173.81.091 

5%, 95% 

1.734,11.330 

H of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

5.325,4.255 

SD, SE 

4.1846, 0.6170 

MEDIAN 

4.197 

MIN, MAX 

0.134,23.794 

5%, 95% 

1.911, 10.156 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

5.541,4.232 

SD, SE 

6.4550,0.9129 

MEDIAN 

4.06S 

MIN, MAX 

0.187,46.383 

5%, 95% 

1.877,11.763 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoson rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values weie convened to tile Limit 
of the quantification (e.y., '<1.234* will be used as '1.23 4j) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437704 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 69 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (mg/24hr) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

13.490,9.768 

0.017, 0.009 



SD.SE 

8.8670, 1.2540 

0.0302,0.0037 



MEDIAN 

13.234 

0.007 



MIN, MAX 

0.I31,43.641 

0.002,0.157 



5%, 95% 

2.343,27.701 

0.003,0.063 


ti of BLQ/ALQ Values 

0/0 

m 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

14.364, 10.818 

0.024, 0.010 



SD, SE 

8.3444,1.1921 

0.0652, 0.0081 



MEDIAN 

14.064 

0.008 



MIN, MAX 

0.075,36.320 

0.002, 0.499 



5%, 95% 

2.125, 33.028 

0.003, 0.056 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

14.587,10.799 

0.014,0.009 



SD, SE 

8.9934,1.3260 

0.0208, 0.002G 



MEDIAN 

13.707 

0.007 



MIN, MAX 

0.074,41.355 

0.003,0.136 



5%, 95% 

2.138,32.720 

0.004,0.060 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

13.934,10.577 

0.018,0.010 



SD, SE 

8.1211,1.1485 

0.0336, 0.0042 



MEDIAN 

13.706 

0.008 



MIN, MAX 

0.093,37.247 

0.003,0.222 



5%, 95% 

2.359,27.579 

0.003,0.065 



A P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging die results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tha BLQ/ALQ values were converted to the limit 
of the quantification (c.g., *<1.234’will be used as T.234^ for the averages across visits ■within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437705 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Compa risen Between Smokers and Non-Smnkeis of 24-Hour Urine Biotnarkers of Exposure by Timepnint and Overall 

(Page 70 of 2641 


Biomaiker Sum of Nicotine and Nicotine metabolites ((mg/24hrl/c;inarette per day) Analytical Lab: Harrogate ___ 

Tiroepoint _ Statistic _ Smokers ___ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall' 


N 

50 

MEAN, GEO MEAN 

0.898, 0.75ft 

SD.SE 

0.5491,0.0777 

MEDIAN 

0.786 

MTN, MAX 

0.044,3.468 

5%, 95% 

0.273,1.684 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

1.118,0,873 

SD,SE 

1.0211,0.1459 

MEDIAN 

0.868 

min, max 

0,025, 6.647 

5%, 95% 

0.425,2,761 

ft of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

1.023,0.861 

SD, SE 

0.5242,0.0773 

MEDIAN 

0.982 

MIN, MAX 

0.025,2.263 

5%, 95% 

0.420.2.083 

# of BLQ/A LQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

1.008,0.852 

SD, SE 

0.6034,0.0853 

MEDIAN 

0.955 

MIN, MAX 

0.031.3.5SS 

5%, 95% 

0,402,1.810 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking [lie original biomarker and dividing it by (fie number of cigarettes found in question 4 oftlie weekly survey for the corresponding week. 

’ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ value..; does not apply as die BI-Q/ALQ values were converted to the limit 
of the quantification (c.g., ’-c|.234*will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437706 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 71 of264) 


Binmarker: Sum ofNicotine and Nicoline metabolites fmg/mi; Creatinine! Analytical Lab: Harrogate 
Timepoint_ Statistic _ Smokers _ 


Non-Smokers 


P-value" 


Week 1 N 50 

MEAN, GEO MEAN 0.011, NA 

SD.SE 0.0071,0.0010 

MEDIAN 0.010 

MIN, MAX 0.000, 0.028 

5%, 95% 0.001,0.02(3 

# of BLQ/ALQ Values 0/0 


65 

0.000, NA 
0.0000,0.0000 
0.000 

0 . 000 , 0.000 
0.000,0.000 
0/0 


Week 2 N 49 

MEAN, GEO MEAN 0.01!, NA 

SD, SE 0.0073,0.0010 

MEDIAN 0.010 

MIN, MAX 0.000,0.029 

5%, 95% 0.002, 0.026 

# of BLQ/ALQ Values 0/0 


65 

0.000, NA 
0.0000, 0.0000 
0.000 

0.000, 0.000 
0 . 000 . 0.000 
0/0 


Week 3 N 46 

MEAN, GEO MEAN 0.012, NA 

SD, SE 0.0075,0.0011 

MEDIAN 0.010 

MIN, MAX 0.000, 0.033 

5%. 95% 0.002,0.027 

# of BLQ/ALQ Values 0/0. 


65 

0.000, NA 
0.0000, 0.0000 
0.000 

0.000,0.000 
0.000,0.000 
0/0 


Overall’ N 30 

MEAN, GEO MEAN C.0U,NA 

SD, SE 0.0071,0.0010 

MEDIAN 0.010 

MIN. MAX 0.000,0.030 

S%, 95% 0.002,0.024 


65 

0.000, NA 
0.0000,0.0000 
0.000 

0.000,0.000 
0.000,0.000 


<.0001 


<0001 


<0001 


" P-value from Wilcoxoit rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values 
of the quantification (e.g., ’<1.234’ will boused as *1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


does not apply as the BLQ/ALQ values were converted to the limit 
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PM3006437707 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Tfmepaint and Overall 

(Page 72 of 254) 

Biomarker: Sum of Nicotine and Nicotine metabolites ((mg/mg CrcatinineVcigarette per day) _ Analytical Lab: Harrogate ___ 

Timepo lnt_ Statistic _ Smokers _ Non-Smokers _ P-value 1 


Week 1 


Week 2 


Week 3 


Overall' 


N 

50 

MEAN. GEO MEAN 

0.001, NA 

SD.SE 

0.0009, 0.0001 

MEDIAN 

o.oot 

MIN, MAX 

0.000, 0.006 

5%, 95% 

0.000,0.002 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

0.001, NA 

SD.SE 

0.0019, 0.0003 

MEDIAN 

0.001 

MIN, MAX 

0.000,0.013 

5%, 95% 

0.000,0.002 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

0.001, NA 

SD, SE 

0.0007,0.0001 

MEDIAN 

0.001 

MIN, MAX 

0.000,0.004 

5%, 95% 

0.000,0.002 

# Of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

0.00t,NA 

SD, SE 

0.0012,0.0002 

MEDIAN 

0.001 

MIN, MAX 

0.000, 0.008 

5%, 95% 

0.000,0.002 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking (he original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234* wilt be used as *1.234 1 ) fhrthe averages across visits within a subject thus eliminating all RLQ/AI.Q values for the overall statistics. 
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PM3006437708 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 54.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 73 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (ratio l/24hr) Analytical Lab: Harrogate 


Tiiuepoinl 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO ME AN 

S3153.584, 60208.430 

105.530,54.081 



SD,SE 

54657.1229,7729.6845 

186.1554,23.0897 



MEDIAN 

81571.855 

44.994 



MIN, MAX 

807.495.269008.088 

13,634,965.245 



5%, 95% 

14441.244,170748.968 

17.554,388.382 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

88539.575,66686.156 

145.907, 62,366 



SD,SE 

51435.3073, 7347.9010 

401,7923,49.8362 



MEDL4.N 

86689.522 

49.426 



MIN, MAX 

463.520,223877.537 

12.603, 3077.553 



5%, 95% 

13096.445,203586.824 

17.436,344,801 


# of BLQ/ALQ Values 

0/0 

0/D 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

89914.281,66565.555 

85.407,54.691 



SD, SE 

55436.2027, 8173.6222 

128,0726,15.8854 



MEDIAN 

84489.955 

45.165 



MIN, MAX 

455.443, 254916.322 

17.387,838.555 



5%, 95% 

13178.209,201686.943 

22.786,368.107 


# of BLQ/ALQ Values 

0/0 

0 10 


Overall' 

N 

50 

65 

<•0001 

MEAN, GEO MEAN 

85889.343,65200.410 

112,281,61.187 



SD, SE 

50059.2543,7070.4476 

207.3678,25.7208 



MEDL4N 

84481.890 

48.290 



MIN, MAX 

575.486, 229597.547 

16.995,1369.102 



5%, 95% 

14539.033,169998.026 

21.248,401.405 



n P-value from Wilcoxon rank-sum test. 


" Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics ucross subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. f *<4.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437709 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.7.1-7 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkers of Exposure by Tintepoint and Overall 

(Page 74 of 264} 

Biomartren Sum of Nicotine and Nlcorinc metabolites fCmnol/24hrVcigarette per day) Analytical Lab: Harrogate ____ 

Timcpoint _ Statistic _ Smokers ___ Non-Smokers _ P-vaiitiF 


Weekl 

N 

50 

NA 


MEAN, GEO MEAN 

5533.031,4625.021 



SD, SE 

3384.8254,478.6866 



MEDIAN 

4847.574 



MIN, MAX 

269.165,21374.817 



5%, 93% 

1679.783,10379.541 



S of BLQ/ALQ Values 

0/D 


Week 2 

N 

49 

NA 


MEAN, GEO MEAN 

6892223, 5380.358 



SD, SE 

6294.2825,899.1832 



MEDrAN 

5348.991 



MIN, MAX 

154.507,40974,206 



5%, 95% 

2619.289, 17016.199 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 

NA 


mean, geo mean 

6307.558,5306.163 



SD, SE 

3231.3393,476.4350 



MEDIAN 

60S5.057 



MIN, MAX 

151.814,13950.879 



5%, 95% 

2586.936,12841396 



lH of BLQ/ALQ Values 

0/0 


Overall' 

N 

50 

NA 


MEAN, GEO MEAN 

6214.769. 5252.453 



SD, SE 

3719.8748,526.0697 



MEDIAN 

5888.948 



MIN. MAX 

191.829,22102.107 



5%, 95% 

2475.432,11156.032 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

3 ? value from Wilcoxon rank-sum test. 

' Overall values calculated by First averaging the results across visits within a Subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.,’<j 234’will be used as 1.234} for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006437710 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 75 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites tnmol/L) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

S mo kerb 

Non-Smokers 

P-valuc* 

Week I 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

53238.5.35233.1 

60.0,332 



SD, SE 

44982.55,6361.49 

113.33,14.05 



MEDIAN 

40007.4 

22.9 



M!N, MAX 

572.7,228943.1 

17.1,822.3 



5%, 95% 

5370.5,128475.6 

17.1,184.7 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

62854.0,43105.3 

80.2,36.4 



SD, SE 

51855.77,7407.97 

187.75,23.29 



MEDIAN 

51484.6 

23.5 



MIN, MAX 

515.0,251547.8 

17.1,1079.8 



5%, 15% 

10010.5,175038.6 

17.1,202.6 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

53561.0,39002.7 

45.9,29.4 



SD, SE 

36385.03, 5364.68 

82.65, 10.25 



MEDIAN 

45888.2 

19.7 



MIN, MAX 

434.6, 16] 187.4 

17.1,645.0 



5%, 95% 

9549.4,124561.5 

17.1,129.4 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall' 

N 

50 

65 

<•0001 

MEAN, GEO MEAN 

55931.5,40417.7 

62.1,35,5 



SD, SE 

39513.50,5588.05 

105.04, 13.03 



MEDIAN 

44451.7 

25.R 



MIN, MAX 

507.4.177780.1 

17.1,555.8 



5%, 95% 

8324.0,129505.1 

17.1,2382 



■' P-vatue from Wilcoxon rank-stun test, 

* Overall values calculated by first averaging lire results across visits wilhin a subject, then calculating lire descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will be used as '1.234) for tire averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437711 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-lIour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 76 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites ((nmol/LVdgarette per day) 


Statistic 

Smokers 

N 

50 

MEAN, GEO MEAN 

3482.0,2706.5 

SD, SE 

2373.66,335.69 

MEDIAN 

2775.4 

MIN, MAX 

190.9, 10706.3 

5%, 95% 

879.4,8428.7 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

4789.0,3477.8 

SD, SE 

4453.70, 636.24 

MEDIAN 

3777.3 

MIN, MAX 

171.7,26435.0 

5%, 95% 

1287.1, 13281.7 

# of BLQ/ALQ Values 

0/0 

N 

45 

MEAN, GEO MEAN 

4222.5,3109.1 

SD, SE 

4026.79,593.72 

MEDIAN 

3189.7 

MIN, MAX 

144.9,24912.3 

5%. 95% 

1250.6, 11279.6 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

4157.8,3236.2 

SD, SE 

3182.56,450.08 

MEDIAN 

3658.4 

MIN, MAX 

169.2, 19091,7 

5%, 95% 

12489,9143.4 


Analytical Lab: Harrogate 


Timepuiut 


Week 1 


Week 2 


Week 3 


Overall 


Non-Smokers 


P-value' 1 


MA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. ? ’<1.234’ will Tie used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437712 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 77 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (mg/L) Analytical Lab: Harrogate 


Timeeotot 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

8.6.5,7 

0.0, NA 



SD, SE 

7.30,1.03 

0.02,0.00 



MEDIAN 

6.5 

0.0 



MIN, MAX 

0.1,17.1 

0 . 0 , 0 .] 



5%, 95% 

0.9,20.8 

0.0,0.0 


#of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

10.2, 7.0 

0.0, NA 



SD, SE 

8.41,1.20 

0.04,0.00 



MEDIAN 

8.4 

0.0 



MIN, MAX 

0.1, 40.8 

0.0,0.2 



5%, 95% 

1.6, 28.4 

0.0,0.0 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

46 

55 

<.0001 

MEAN, OEO MEAN 

8.7,6.4 

0.0, NA 



SD, SE 

5.90,0.87 

0.01. 0.00 



MEDIAN 

7.5 

0.0 



MIN, MAX 

0.1, 26.1 

0.0,0.1 



5%. 95% 

1.5, 20,2 

0.0, 0.0 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

9.1, 6.6 

0,0, NA 



SD, SE 

6.41,0.91 

0.02,0,00 



MEDIAN 

7.2 

0.0 



MIN, MAX 

0.1,28.8 

0.0, 0,1 



5%, 95% 

1.4,21.0 

0.0, 0.0 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1,234'will be used as ’1,234') for tits averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437713 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 7 8 of 264) 


Biomarker Sum of Nicotine and Nicotine metabolites ((mg/Lycigarette per day) Analytical Lab: Harrogate _,_____ 

Timcpuiiit _ Statistic _ Smokers ________ Non-Smokers _ P-valnc a 


Week 1 

N 

50 

NA 


MEAN, GEO MEAN 

0.6, NA 



SD, SE 

0.39,0.05 



MEDIAN 

0.5 



MIN, MAX 

0.0, 1.7 



5%, 95% 

0.1, 1.4 


II of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 

NA 


MEAN, GEO MEAN 

0.8, NA 



SD.SE 

0.73,0.10 



MEDIAN 

0.6 



MIN, MAX 

0.0, A3 



5%, 95% 

0.2,2.2 


# of BLQ/ALQ Values 

0/0 


Week3 

N 

46 

NA 


MEAN, GEO MEAN 

0.7, NA 



SD, SE 

0.65,0.10 



MEDIAN 

0.6 



MIN, MAX 

n.o, 4.o 



5%, 95% 

0.2, 1.8 


If of BLQ/ALQ Values 

0/0 


Overall" 

N 

50 

NA 


MEAN, GEO MEAN 

0.7, NA 



SD, SE 

0.52,0.07 



MEDIAN 

0,6 



MIN, MAX 

0.0,3.1 



5%, 95% 

0.2, 1.5 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
n P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the RLQ/ALQ values were converted to the limit 
of the quantification (c.g., ^1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437714 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24 -H our Urine Bio markers of Exposure by Timepoint and Overall 

(Page 79 of 264) 

Biomarkcr: Total 3-hydroxvcotinine (ng/24hr) Analytical Lab: Harrogate _ 

Timepoint Statistic _____ Smokers _____ _ Non-Smokers _____P-value* 


Week i 

N 

50 

65 


MEAN, GEO MEAN 

7831.126,5355.823 

8,345,3.989 


SD, SE 

6001.9523,848.8042 

14.4819,1.7963 


MEDIAN 

7518.912 

3.000 


MIN, MAX 

80.370,31233.615 

0.800, 84.568 


5%, 95% 

795.900,18631257 

1.140,40.870 


# of BLQ/ALQ Values 

0/0 

23/0 

Week 2 

N 

49 

65 


MEAN, GEO MEAN 

8569.600, 6203.499 

11.570,4.793 


SD, SE 

5412.4J 18,773.2017 

26.0279,32284 


MEDIAN 

7610.064 

3.150 


MIN, MAX 

48.420,22147.192 

1.000, 191.422 


5%, 95% 

842508,19677.560 

1.148.43240 


U of BLQ/ALQ Values 

0/0 

15/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

8483.711,5938.857 

7.990, 4,094 


SD, SE 

6120.1667, 902.3694 

14.5318, 1.8024 


MEDIAN 

6586.053 

3.219 


MIN, MAX 

52.295,27454.900 

1.068,89.830 


5%, 95% 

1258.180,18489,870 

1350,44.835 


It of BLQ/ALQ Values 

0/0 . 

25/0 

Overall* 

N 

50 

65 


MEAN, GEO MEAN 

8179.595, 5975.973 

9.301,4.690 


SD, SE 

5444.3965,769.9539 

16.0740. 1.9937 


MEDIAN 

6813.151 

3.309 


MIN, MAX 

60.362,23472.750 

1.067,97.065 


5%, 95% 

827.503,20711.634 

1.355,42.982 


•B0001 


<.0001 


<■0001 


•e.OOOl 


d P-value from Wlleoxoc tank-sum test. 

Overall values calculated by first averaging tire results across visits within a subject, then calculating the descriptive statistics across subjects Count of BLQ/ALQ values does uot apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as T.234') fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437715 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Biomarkcr: Total 3-hydroxycotinine (nmol/24hr) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 80 of264) 

Analytical Lab: Harrogate 


Timepomt 

Statistic 

Smokeis 

Non-Smokers 

P-value’ 

Week 1 

N 

50 

65 

<^.0001 

MEAN, GEO MEAN 

40745.351,27866.345 

43.416,20.752 



SD,SE 

31228.1578,4416.3284 

75.3495,9.3459 



MEDIAN 

39120.9(10 

15.609 



MEN, MAX 

418.163, 162508.499 

4.162, 440.007 



5%, 95% 

4141.068,96938.404 

5.931, 212.647 


# of BLQ/ALQ Values 

0/0 

23/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

44587.629,32276.804 

60.197,24.940 



SO, SE 

28160.7785,4022.9684 

135.4230, 16.7972 



MEDIAN 

39595.163 

16.389 



MIN, MAX 

251.929, ! 15231.840 

5.203, 995.969 



5%, 95% 

4383.569,102382.345 

5.973,224.978 


# of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

44140.746,30899.874 

41.570,21.301 



SD, SE 

31843.2274,4695.0277 

75.6090,9.3781 



MEDIAN 

34267.231 

16.748 



MIN, MAX 

272.091,142847.845 

5.557, 467.385 



5%, 95% 

6546.311,96202,794 

7,024,233.277 


# of BLQ/ALQ Values 

0/0 

25/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

42558.433, 31092.983 

48.394,24.402 



SD, SE 

28327.1955,4006.0704 

83,6332, 10.3734 



MEDIAN 

35448.825 

17.217 



MIN, MAX 

314.062,122128,717 

5.550,505.029 



5%, 95% 

4305.496, 107762.632 

7.048,223.634 



* P-value from Wilcoxon rank-slim test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437716 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 7 1-3 

Statistical Comparison Between Smokers and Non-Smokets of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 81 of 264) 


Biontarker: Toial 3-IlYdroxycoiiruDi; ((pft/24hr)/ci)taretle per day) _ Analytica l Lab: Harrogate 

Timapoint _ Statistic _ Smokers _Non-Smokers 


rvalue' 1 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
S%, 95% 

n of BLQ/AI.Q Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

U of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

It of BLQ/ALQ Values 
N 

MEAN, GEO MEAN . 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

515.834,411.417 
327.1857, 46.2710 
470.075 

26.790,1738.6)8 
92.813, 1160.539 
0/0 

49 

658.768,500.509 
565.0482, 80.7212 
529.433 

16.140,3571.898 
226.150, 1632.510 
0/0 

46 

592.291, 473.406 
368.0561, 54.2669 
506.162 

17.432, 1676.349 
222.522, 1418.901 
0/0 , 

50 

588.904,478.775 
163.6626, 51.4297 
499.268 

20.121,2030.196 

199.073,1303.658 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bioinarker and dividing it by the number of cigarettes found in question 4 of the weekly survey tor the corresponding week. 

0 P-value from Wileoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ/ALQ values does not apply os the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’-1.234' will be used as' 1234') forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437717 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table (4.2. U2 

Statistical Comparison Between Smokers and Non-Smokers af24-Hour Urine Blamarfcers of Exposure by Timepoinr and Overall 

(Page 82 of 264) 


Biomarker. Total 3-hydraxycotitutK ((i«wal/241wVctuarcttc pet day) Analytical Lab: Hancmne 

Titnepoipt 

Statistic 

Smokers 

Nun-Sniofcera 

Week I 

N 

so 


MEAN, geo mean 

2683.886,2140.604 



SD.SE 

1700.3422,240.7483 



MEDIAN 

2445,891 



MIN, MAX 

139388,9046.030 



5%, 95% 

482.904, 6038.287 


# of BLQ/ALO Values 

0/0 


Week 2 

N 

49 


MEAN,GEO MEAN 

3427.509,2604.150 



SD.SE 

2939.9458.419.9923 



MEDIAN 

2754.642 



MIN, MAX 

83.076, 18584.583 



5%, 95% 

1176.658,8493,950 


# of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 


MEAN, GEO MEAN 

3081.692,2463.133 



SD,SE 

19(4.9956,282.3507 



MEDIAN 

3633.560 



MIN, MAX 

90.097,5722,043 



5%, 95% 

1157.784,7382.540 


# of BLQ/ALQ Values 

0/0 


Overall' 

N 

50 


MEAN, GEO MEAN 

3061.067,2491.068 



SD.SE 

1892.1364,267.588s 



MEDIAN 

2597.689 



MIN, MAX 

104.687, 10563.111 



5%, 95% 

1035.779,6782.931 



P-valne 1, 

NA 


NA 


KA 


NA 


NOTE: Values listed were normalized by taking the original biomavkrr »iul dividing it by the number of cigarettes found in (juestlon 4 of the weekly survey for tile correspond ini; week 
* P-vahie from Wilcnxon rank-sum rear. 

Ov-eraU values calculated by first *ve«Bing the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BUJ/ALQ values does not apply as the BLQ/ALQ values were convened 
ofthe quantification (e.g., <1.234 will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


to the Until 
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PM3006437718 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokets and Mon-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page S3 of 264) 


Biomarker: Total 3-hydroxycotinine (ng/mg Creatinine] _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smoke cs 

P-valuc fl 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

6.449.4.438 

0.006, NA 



SD, SE 

4.6629,0.6594 

0.0098,0.0012 



MEDIAN 

5.375 

0.002 



MIN, MAX 

0.075,18.383 

0.000,0.052 



5%, 95% 

0.370, 15.997 

0.001,0.022 


# of BLQ/ALQ Values 

0/0 

23/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

6.772,4.788 

0.008, NA 



SD, SE 

4.9259,0.7037 

0.0156,0.0019 



MEDIAN 

5.554 

0.002 



MIN, MAX 

0.054, 20.024 

0.000, 0.099 



5% 95% 

0.503, 18.134 

0.001,0.027 


# of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<,0001 

MEAN, GEO MEAN 

6.924,4.762 

0.005,0.003 



SD, SE 

5.3191,0.7843 

0.0080,0.0010 



MEDIAN 

5.015 

0.002 



MIN, MAX 

0.046,23.294 

0.001,0.050 



5%. 95% 

1.148. 17.524 

0.001,0,021 


# of BLQ/ALQ Values 

0/0 , 

25/0 


Overall" 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

6.692,4.787 

0.006,0.003 



SD, SE 

4.8008, 0.6789 

0.0095,0.0012 



MEDIAN 

5 297 

0.003 



MIN. M.AX 

0.059,20.195 

0.001,0.046 



5%, 95% 

0.653,16.414 

0.001,0.026 



° P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of ULQ/ALQ values does not apply as tbe BLQ/ALQ values were converted to ihe limit 
of the quantification (c.g., '<1.234'will be used ns ‘1.234 1 ) for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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PM3006437719 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 84 of 264) 


Biomarker Total 3-hydroxycotinine (nmol/mg Creatinine) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Siuokcrs 

P-valuc fl 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

33-556, 23.089 

0,030, NA 



SD, SE 

24.2611,3.4310 

0.0509,0.0063 



MEDIAN 

27.964 

0.010 



MIN. MAX 

0.395, 95.647 

0.000, 0.271 



5%, 95% 

1.925, 83.232 

Q.005, 0.114 


» of BLQ/ALQ Values 

0/0 

23/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

35.235,24.911 

0.040, NA 



SD, SE 

25.6293, 3.6613 

0.0811,0.0101 



MEDIAN 

28,897 

0.010 



MIN, MAX 

0.281, 104.18S 

0.000,0.515 



5%, 95% 

2.617,94.351 

0.005,0.140 


# of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, UEO MEAN 

36.028,24.775 

0.026,0.015 



SD, SE 

27.6752, 4.0805 

0.0415,0.0051 



MEDIAN 

26.091 

0.010 



MIN, MAX 

0.239,121.199 

0.005, 0.260 



5%, 95% 

5.973,91.177 

0.005,0,109 


# of BLQ/ALQ Values 

0/0 

25/0 


Overall* 

N 

50 

65 

<■0001 

MEAN. GEO MEAN 

34.818, 24.906 

0.032, 0.017 



SD, SE 

24.0784, 3.5325 

0.0493, 0.0061 



MEDIAN 

27.557 

0.016 



MIN, MAX 

0.305, 105.075 

0.003, 0.241 



5%, 95% 

3.399, 85.402 

0.005, 0.135 



0 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437720 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smnkers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 85 of 264) 


Biomarker: Total 3-ltydroxycotinine (iu r /mp. CJreati'iirej/ciaaretle per day) Analytical Lab: Harrogate _ 

Tintepoint _ Statistic _ SinuKcrs _ Non-Smokers _ P-value a 


Week 1 


Week 2 


Week 3 


Overall' 


N 

50 

MEAN, GEO MEAN 

0.457,0.341 

SD, SE 

0.4171,0.0590 

MEDIAN 

0,376 

MIN, MAX 

0.021,2.536 

5%, 95% 

0.077, 1.054 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

0.595,0.386 

SD, SE 

0.9893, 0.1413 

MEDIAN 

0.377 

MIN, MAX 

0.018,7.069 

5%, 95% 

0.139,1.211 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

0.511,0.380 

SD.SE 

0.4645,0.0685 

MEDIAN 

0.381 

MIN, MAX 

0.015,2.859 

5%, 95% 

0.151, 1.165 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

0524,0.384 

SD, SB 

0.5899,0.0834 

MEDIAN 

0.406 

MrN. MAX 

0,019.4.155 

5%, 95% 

0.163, 1.346 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for lire corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating tile descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234 T will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437721 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 86 of 264) 

BiOinarker: Total 3-hydroxvcotinine ((nmol/mii Creatininel/cigarette per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokets __ _ P-value" 


Week 1 


Week 2 


Week 3 


Overall" 


N 

50 

MEAN, GEO MEAN 

2.376,1.774 

SD.SE 

2.1705,0.3070 

MEDIAN 

1.956 

MIN, MAX 

0.107, 13.195 

5%, 95% 

0.401,5.4B6 

U of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

3.097,2.010 

SD, SE 

5.1472, 0.7353 

MEDIAN 

1.964 

MIN, MAX 

0.094, 36.760 

5%, 95% 

0.725,6.299 

ft of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

2.659. 1.975 

SD, SE 

2.4170,0.3564 

MEDIAN 

1.981 

MIN, MAX 

0.080,14.676 

5%, 95% 

0.786.6.061 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

2.726,1.999 

SD, SE 

3.0691,0.4340 

MF.OIAN 

2.113 

MIN. MAX 

0.102,21.617 

5%, 95% 

0.850,7.002 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomaifcer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

E P-value from Wilcoxou rank-sum test 

■ Overall values calculated by first averaging the results across visits within n subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< 1,234 s will he itsed as S T .234 s ) for the averages across visits within a subject thus eliminating all B LQ/ALQ values for tire overall statistics. 
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PM3006437722 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 87 of 264) 


Biomarken Total 3-hydroxycotinine (np/mL) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Nuu-Smokers 

Week l 

N 

50 

65 


MEAN, GF.O MEAN 

4845.2,3134.1 

5.3.2.4 


SD.SE 

4478.12,633.30 

12.40, 1.54 


MEDIAN 

3846.4 

1.5 


MIN. MAX 

57.0, 26581.8 

1.0,96.1 


5%, 95% 

547.1, 12291.4 

1.0,18.0 


# of BLQ/ALQ Values 

0/0 

23/0 

Week ?. 

N 

49 

65 


MEAN, GEO MEAN 

5978.4,4009.9 

7.7, 2.8 


SD, SE 

4841.56,691.65 

22.20,2.75 


MEDIAN 

4802.7 

2.0 


MIN, MAX 

53.8,23327.3 

1.0, 169.4 


5%, 95% 

807.0,16284.7 

1.0,26.2 


# of BLQ/ALQ Values 

0/0 

15/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

5051.2,3479.7 

4.4,2.2 


SD, SE 

4249.51,626.56 

9.19, 1.14 


MEDIAN 

4050.7 

1.4 


MIN, MAX 

49.9,23404.7 

1.0.69.1 


5%, 95% 

703.4. 12479.5 

1.0. 15.6 


# of BLQ/ALQ Values 

0/0 

25/0 

Overall' 

N 

50 

65 


MEAN, GEO MEAN 

5246.8, 3729.5 

5.8, 2.7 


SD, SE 

3898.69,551.36 

11.54, 1.43 


MEDIAN 

4786.8 

2.1 


MIN, MAX 

53,6, 18644.1 

1.0,66,3 


5%, 95% 

745.1, 11100.3 

1.0,18.6 


P-value J 


<.0001 


<■0001 


<.0001 


<■ 000 ! 


" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/Al.Q values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


final Draft: 25 March 2003 


Page 484 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437723 


RSR 

Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomatkers of Exposure by Timepnint ami Overall 

(Page 88 of 264) 


Biomarkcr: Total 3-hydroxycotinine (imiol/L) Analytical Lab: Hatrogate 


Tiroepoiirt 

Statistic 

Smokers 

Non-Smokers 



Week 1 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

25209.6,16307.0 

27.8, 12.7 




SD,SE 

23299.65, 3295.07 

64.53, 8,00 




MEDIAN 

20012.6 

7.8 




MIN, MAX 

296.6.138305.1 

5.2, 500.0 




5%, 95% 

2846.6, 63952.2 

5.2,93.7 



# of BT.Q/AT.Q Values 

0/0 

23/0 



Week 2 

N 

49 

65 

<0001 


MEAN, GEO MEAN 

31105.5,20863.4 

40.2,14,5 




SD, SE 

25190.66, 3598.67 

115.52,14.33 




MEDIAN 

24988.4 

10.4 




MIN, MAX 

279.9, 121371.9 

5.2, 881.4 




5%, 95% 

4198.8, 84729.3 

5.2, 136,3 



If of BLQ/ALQ Values 

0/0 

15/0 



Week 3 

N 

46 

65 

<0001 


MEAN, GEO MEAN 

26281.4,18105.1 

22.7, 11.4 




SD, SE 

22110.22, 3259.97 

47.79,5.93 




MEDIAN 

21075.5 

7.3 




MIN. MAX 

259.(5, 121774.7 

5.2, 359.5 




5%, 95% 

3659.8, 64930.8 

5.2.81.2 



# of BLQ/ALQ Values 

0/0. 

25/0 



Overall’ 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

27299.0, 19404.3 

30.2,14.3 




SD, SE 

20284.91,2868.72 

60.02, 7,44 




MEDIAN 

24905.7 

10.7 




MIN, MAX 

27S.7, 97005.2 

5.2. 344,8 




5%, 95% 

3876.6,57754.9 

5.2,96.8 



P-vailUJ from Wilcoxon rank-sum test 


' Overall values calculated by first averaging Hie results across visits within a subject, then calculating the descriptive statistics across subjects. Count af BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<i. 214’ will be used as ’1.234') for the averages across visits within a subject thus eliminating ali BLQ/ALQ values for the overall statistics. 
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PM3006437724 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkera of Exposure by Timepoint and Overall 

(Page 89 of264) 


Biomarker: Total 3-hydroxycotinine ((nfi/mL)/claareue per day) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

S mokeis N on-Smokers 

P-value“ 


Week 1 

N 

50 

NA 



MEAN, GEO MEAN 

318.3,240.8 



SD, SB 

225.52,31.91 




MEDIAN 

247,1 




MIN, MAX 

19.0, 886.1 




5%, 95% 

59.0,794.9 




e of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 

NA 



MEAN, GEO MEAN 

459.8, 323.5 




SD, SE 

434.21, 62.03 




MEDIAN 

361.8 




MIN, MAX 

17.9,2304.5 




5%, 95% 

100.8, 1254.0 




# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 

NA 



MEAN, GEO MEAN 

403.0,277.4 



SD, SE 

467.53, 68.93 




MEDIAN 

294.0 




MIN, MAX 

16.6, 2993.5 




5%, 95% 

94.8,1017.6 




# of BLQ/ALQ Values 

0/0 



Overall' 

N 

50 

NA 



MEAN, GEO MEAN 

395.9,297.1 



SD, SE 

328.26,46.42 




MEDIAN 

mo 




MIN, MAX 

17.8,1912.2 




5%. 95% 

104.8,924.4 



NOJK: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for rite corresponding week. 



P-valuc from Wilcox on rank-sum test. 





' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1.234'will be used as '1.234 j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437725 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers oF24-Honr Urine Eiomarkers of Exposure by Timepoint and Overall 

(Page 90 of 204) 


Biomorkcr: Total 3-hydroxyootmine ((nmol/LYcigareite per duyj 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vaiue* 

Week 1 

N 

50 


NA 


MEAN, GEO MEAN 

1656.1, 1252.7 



SD.SE 

1173.92, 166.02 




MEDIAN 

1285.7 




MIN, MAX 

98.9,4610.2 




5% 95% 

306.7,4135.3 




If of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 


MEAN, GEO MEAN 

2392.5, 1683.3 



SD, SE 

2259.19, 322.74 




MEDIAN 

1882.5 




MIN, MAX 

93.3,11990.1 




5%, 95% 

524.4,6524.6 




fl of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 


MEAN, GEO MEAN 

2096.7, 1443.2 



SD.SE 

2432.56, 358.66 




MEDIAN 

1529.8 




MIN, MAX 

86.5.15575.1 




5%, 95% 

493.0,5294.6 




# of BLQ/ALQ Values 

0/0 



Overall' 

N 

50 


NA 


MEAN, GEO MEAN 

2060.0, 1545.7 



SD, SE 

1707.96,241.54 




MEDIAN 

1586.8 




MIN, MAX 

92.9,9949.3 




5%, 95% 

5452,4809.9 



NOTE: Values listed were normalized by taking the original biomarkei and dividing ii by die number of cigarettes found in question 4 of the weekly surrey forthc corresponding week. 


P-value from Wilcoxon rank-sum test. 





' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the qualification (e.g., '<1.234’will be used as ’1 .234’) for lhe averages across visits within a subject thus eliminating all BLQ/ALQ values for die overall statistics. 
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PM3006437726 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Btomarkers of Exposure tiy Timeprrrnr and Overall 

(Page 91 oi'264) 


Bio marker: Toial Cotinine (iig/24hf) Analytical Lab; Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value“ 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

5(1 

65 

MEAN, GEO MEAN 

4878.376,3421.217 

5.320, 2.894 

SD. SE 

3440.7648,486.5976 

8.2060,1.0178 

MEDIAN 

4470.819 

2265 

MIN, MAX 

44.556, 17099.775 

0.570,46.593 

5%, 95% 

720.720,10349.625 

1.030,23.940 

# nf BLQ/ALQ Values 

0/0 

33/0 

N 

49 

65 

MEAN, GEO MEAN 

5021.687,3664.557 

6.388, 3.245 

SD, SE 

3238.0901,462.5843 

12,6004,1.5629 

median 

5068.690 

2.740 

min, MAX 

25.650, 16352.593 

0.625,95,190 

5%, 95% 

735.694,11710.980 

0.915, 17.978 

# of BLQ/ALQ Values 

0/0 

32/0 

N 

46 

65 

MEAN, GEO MEAN 

5092.021,3687.215 

4.722, 2,969 

SD, SE 

3093.8123,436.1577 

7.0846, 0.8787 

MEDIAN 

5049.495 

2.450 

MiN, MAX 

31.379, [3322.126 

0.990,43.940 

5%, 95% 

538.890,10641330 

1200,14.945 

ft of BLQ/ALQ Values 

0/0. 

39/0 

N 

50 

65 

MEAN, GEO MEAN 

4922.139,3635.756 

5.476, 3.257 

SD, SE 

3018,0300,426,8139 

89065,0.9931 

MEDIAN 

5080.985 

2.658 

MIN, MAX 

30.528,13142.481 

0.967, 48.539 

5%,95% 

834.401,10962.570 

1.181,21,198 


<.0001 


<. 000 ! 


<.0001 


<0001 


'' P-value from Wilcoxon rank-sum test. ~ " * * 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Connt of BLQ/ALQ values does not apply as the B LQ/ALQ values were coitverted to the limit 
of the quantification (e.g„ ’<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437727 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 92 of264) 


Biomarken Total Cotinine (nmol/24hr) 

Analytical Lab: Harrogate 



Tiniepoint 

Statistic 

Smoke re 

Non-Smokers 

P-vaIue a 

Weekl 

N 

50 

65 

<•0001 

MEAN, GEO MEAN 

276*4.781,19415,407 

30.188,16.426 



SD,SE 

19526.3404,2761.4415 

46.5690,5.7762 



MEDIAN 

25371.898 

12.854 



MIN, MAX 

252.855, 97041223 

3.235,264.415 



5%, 95% 

4090.086, 58734.122 

5.845, 135.860 


# of BLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

28498.074,20796.363 

36.250,18.415 



SD,SE 

18376.1613,2625.1659 

71.5075,8.8694 



MEDIAN 

28764.816 

15,550 



MIN, MAX 

145.564,92800,965 

3.547, 540.203 



5%, 95% 

4175.063,66459.812 

5.193, 102.025 


ft of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

28897,221, 20924.944 

26.797, [6.847 



SD,SE 

17557.3848,2588.6952 

40.2052,4.9868 



MEDIAN 

2S655.882 

13.904 



MIN. MAX 

121.326.75603.065 

5.618, 249.360 



5%, 95% 

3058.201,60389.548 

6.810. 84.813 


# of BLQ/ALQ Values 

0/0 

39/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

27933.141,20632.919 

31.079,18.485 



SD, SE 

17127.3203,2422.1689 

•15.4372,5.6358 



MEDIAN 

28834.590 

14 082 



MIN, MAX 

173.248,74583.582 

5.486,275.461 



5%, 95% 

4735.227,62212.586 

6.704, 120.299 


P-valuc from Wilcoxoii rank-sum lest. 


Overall values calculated by firs! averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values dues not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., v tl.234’will be used as'1.234') for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 480 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437728 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Tknepoint and Overall 

(Page 93 of 264) 


Biomarker: Total Cotmine ({up/241 irWigarctte per day) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

320.496,262.807 




SD,SE 

255.9854, 36.2018 




MEDIAN 

265.098 




MrN, MAX 

14.852, 1709.978 




5%, 95% 

67.906, 733236 



« of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

387.177,295.653 




SD.SE 

348.4011,49.7716 




MEDIAN 

285.478 




MIN, MAX 

8.550, 1900.378 




5%, 95% 

148.824,1113.879 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

366.558,293.920 




SD, SE 

216.7281,31.9548 




MEDIAN 

305.509 




MIN, MAX 

7.126,918.949 




5%, 95% 

104.652, 845.604 



# of BLQ/ALQ Values 

0/0, 



Overall' 

N 

50 


NA 

MEAN, CEO MEAN 

359.150,292.773 




SD, SE 

239.4210, 33.8592 




MEDIAN 

280.147 




MIN, MAX 

10.176, 1378.107 




5%, 95% 

136.146,735.186 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigaveues found in question 4 of the weekly survey for the corresponding week. 


* P-valuc from Wilcoxon rank-sum test. 





* Overall values calculated by fleet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/A1 Q values does not apply as the BLQ/AT..Q values were converted in the 1 unit 
of the quantification {e.g., ’<1.234’ will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437729 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomariceis of Exposure by Timepoint and Overall 

(Page 94 of 264) 


Biomarker: Total Cotiiiine (fntnolAmifyciitarette per day) Analytical Lab: Harrogaie ___ 

_ Tngepoint _ Statistic _ Smokers ___Non-Smokers 


P-value* 


Week 1 

N 

SO 

NA 


MEAN, GEO MEAN 

1869.889,1491.430 


SD.SE 

1452.7166,205.4451 



MEDIAN 

1504.427 



MIN, MAX 

84.285,9704.122 



5%, 95% 

385.369,4161.114 



ft of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 

NA 


MEAN, GEO MEAN 

2197,228,1677.887 


SD.SE 

1977.1759,282.4537 



MEDIAN 

1620.085 



MIN, MAX 

48,521,10784.643 



5% 95% 

844.576, 6321.264 



# Of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

2080.214,1667.997 


SD, SE 

1229.9317,181,3435 



MEDIAN 

1733.765 



MIN. MAX 

40.442,5215.035 



. 5%, 95% 

593.900,4798.800 



# of BLQ/ALQ Values 

0/0 


Overall' 

N 

50 

NA 


MEAN, GEO MEAN 

2038.178,1661.487 


SD.SE 

1358.7135, 192.1511 



MEDIAN 

1589.832 



MIN, MAX 

57.749,7820.754 



5%, 95% 

772.628,4172.178 



NOTE: Values listed were normalized by taking the original blotnarker and dividing it by the number of cigarettes found in question 4 ofihe weekly survey for the corresponding week. 

“ P- value from Wilcoxon rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.£„ ’<|,234’will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437730 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timcpoint and Overall 

(Page 95 of264) 


Timepomt 

Statistic 

Smokers 

Non-Smokers 

P-value 31 

Week 1 

N 

50 

65 

<0001 

MF.AN, CtEO MEAN 

3.957,2.835 

0.004, NA 



SD.SE 

2.4437,0.3456 

0.0057, 0.0007 



MEDIAN 

3.861 

0.002 



MIN, MAX 

0.042,10.371 

0.000, 0.033 



5%, 95% 

0.473,8.403 

0.001,0.0(5 


# of BLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

3.842,2,829 

0005, NA 



SD,SE 

2.5305,0.3615 

0.0114,0.0014 



MEDIAN 

3.699 

0.002 



MIN. MAX 

0.029, 12.831 

0.000,0.091 



5%, 95% 

0.63 6, 8.239 

0.001,0.014 


# of BLQ/ALQ Values 

a/o 

32/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

4.042,2.957 

0.003,0.002 



SD, SE 

2.6149,0.3855 

0.0044,0.0005 



MEDIAN 

3.681 

0.002 



MIN, MAX 

0.019, 11.859 

0.001,0.025 



$%, 95% 

0.832,9.415 

0.001.0.008 


# of BLQ/ALQ Values 

0/0 

39/0 


Overall' 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

3,950,2.935 

0.004,0.002 



SD, SE 

2.4396,0,3450 

0,0061,0.0008 



MEDIAN 

3.804 

o.on?. 



ALIN, MAX 

0.030. 10.694 

0.001.0.042 



5%, 95% 

0.733,8.810 

0.001,0.015 



r ‘ P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as die BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437731 


RSR 

Protocol No. PM-8450 

Covancc CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 96 of 264) 


Biamaiker: Total Cotinine (nmol/mg Creatinine) 

Analytical Lab: Harrogate 



Time point 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

22.456, 16.086 

0.02 !,N A 



SD,SE 

13.8680, 1.9612 

0.0321,0.0040 



MEDIAN 

21.912 

0.011 



MTN. MAX 

0.238, 58.855 

0.000,0.187 



5%, 95% 

2.684,47.687 

0.006, 0.085 


fl of BLQ/ALQ Values 

' 0/0 

33/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

21.801,16.055 

0.028, NA 



SD, SE 

14.3604,2.0515 

0.0647,0.0080 



MEDIAN 

20.992 

0.011 



MIN, MAX 

0.165,72.816 

0,000,0.516 



5%, 95% 

3.609,46.756 

0.006, 0.079 


H of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, O W MEAN 

22.940, 16.783 

0.019, 0,012 



SD, SE 

14.8394, 2.1880 

0.0252, 0.0031 



MEDIAN 

20.887 

0.011 



MTN, MAX 

0.108, 67.300 

0.006,0.142 



5%, 95% 

4.722,53.430 

0.006.0.045 


if of BLQ/ALQ Values 

0/0 

39/0 


Overall' 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

22.417, 16.655 

0.023,0.014 



SD, SE 

13.8448, 1.9579 

0.0347,0.0043 



MEDIAN 

21.585 

0.011 



MIN, MAX 

0.170,60.690 

0.004, 0.240 



5%, 95% 

4.162,49.999 

0.006, 0.085 



3 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calcuKiting the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to tile limit 
of the quantification (e.g., '<1.234’will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ value? for the overall Statistics. 
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PM3006437732 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and "Non-Smokers of 24-IIour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 97 of 264) 


Blomarken Total Cotjntne (Qig/mg CreacinineycigaTette per day) _ Analytical Lab: Harrogate ____ 

Timepoint Statistic _ Smokers _ Non-Smokers ___ P-value 3 


Week 1 

N 

50 


MEAN, GEO MEAN 

0.289,0.218 


SD.SE 

0.2716,0.0384 


MEDIAN 

0.205 


MIN. MAX 

0.014, 1.681 


5%, 95% 

0.094, 0.(590 


U of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

0.339, 0.228 


SD,SE 

0.5357, 0.0765 


MEDIAN 

0.198 


MIN. MAX 

0.010, 3.761 


5%, 95% 

0,094, 0.716 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

0.308,0.235 


SD.SE 

0.2648,0.0390 


MEDIAN 

0.232 


MIN, MAX 

(1.006,1.482 


5%, 95% 

0.095,0.831 


it of BLQ/ALQ Values 

0/0 

Overall’ 

N 

50 


MEAN, GEO MEAN 

0.314,0.237 


SD.SE 

0.3292,0.0466 


MEDIAN 

0.221 


MIN, MAX 

0.010,2.177 


5%, 95% 

0.104, 0,584 


NOTE: Values listed were normalized by taking the original biomarker and dividing It by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437733 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Mon-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 98 of264) 

Biomarker: Total Corinine (fnmnl/mp Creatinine)/oigarette per dayl Analytical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 

Noa-Siuokets 

P-value 8 


Week 1 

N 

50 


NA 



MEAN, GEO MEAN 

1.637,1/236 





SD,SE 

1.5410,0.2179 





MEDIAN 

1.164 





MIN, MAX 

0.079,9.537 





5%, 95% 

0.536,3.918 





# of BLQ/ALQ Values 

0/0 




Week 2 

N 

49 


NA 



MEAN, GEO MEAN 

1.923, 1.295 





SD, BE 

3.041)2, 0.4343 





MEDIAN 

1.125 





MEN, MAX 

0.055, 21.344 





5%, 95% 

0.531,4.063 





# of BLQ/ALQ Values 

0/0 




Week 3 

N 

46 


NA 



MEAN, GEO MEAN 

1.746, 1.338 





SD, SE 

1,5031,0.221 (j 





MEDIAN 

1.317 





MIN. MAX 

0.036,8.413 





5%, 95% 

0.542,4.718 





# of BLQ/ALQ Values 

0/0. 




Overall* 

N 

50 


NA 



MEAN, CEO MEAN 

1.779,1.343 





SD, SE 

1.8683,0.2642 





MEDIAN 

1.255 





MIN, MAX 

0.057,12.354 





5%, 95% 

0.588,3.315 




NOTE: Values listed were normalized by taking the original bioniarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for tlw corresponding week. 

0 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g., ’<1.234’will be used as } l .234*) for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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PM3006437734 


RSR 

Protocol No. PM-S450 

Covance C'RU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 99 of 264) 


Biomafker: Total Cotimne (ng/tnL) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 


Week 1 

N 

so 

65 

<.0001 


MEAN, GEO MEAN 

31S7.2,2002-0 

3.0, 1.8 




SD.SE 

2909.78,411.50 

5.10,0.63 




MEDIAN 

2020.8 

1.0 




MIN, MAX 

31.6,12610.5 

1.0,35.5 




5%, 95% 

348.7, 10113.6 

1.0, 10.7 



of BLQ/ALQ Values 

0/0 

33/0 



Week 2 

N 

49 

65 

<.0001 


MEAN, GEO MEAN 

3644.7,2368.7 

3.4, 1.9 




SD, SE 

3403.71,486.24 

5.70,0.71 




MEDIAN 

2690.9 

1.2 




MIN, MAX 

28.5,18373.7 

1.0,33.4 




5%, 95% 

503.9,9222.8 

1.0,14.1 



U of RT .Q/ALQ Values 

0/0 

32/0 



Week 3 

N 

46 

65 

<.0001 


MEAN, GEO MEAN 

3056,7,2160.4 

2.5,1,6 




SD, SE 

2083.46, 307.19 

4.43,0.55 




MEDIAN 

2403.3 

1.0 




MIN, MAX 

20.4, 7919.1 

1.0, 33.8 




5%, 95% 

390.5,6761.2 

!, 0,6.2 



# of BLQ/ALQ Values 

0/0 

39/0 



Overall’ 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

3256,3,2246.5 

3.0,1.9 




SD, SE 

2553.08, 361.06 

4.30,0.53 




MEDIAN 

2699.1 

1.2 




MIN, MAX 

25.8,12581.8 

1.0,27.1 




5%, 95% 

464.3,7394.7 

1.0, 11.3 




* P-value from Wilcoxoa rank-sum test, 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., M,234'\viil be used as ''1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437735 


• • « 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 1-2 

Statistical Comparison Between Sniekere and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 100 of264) 


Biomarker: Total Cotinioc (nmol/L) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 


Week 1 

N 

50 

65 

c 0001 

MEAN, GEO MEAN 

18087.2,11361.6 

17.3, 10.1 



SD.SE 

16513,00,233529 

28.95,3.59 



MEDIAN 

11468.1 

5.7 



MIN, MAX 

179.3,71564.6 

5.7,201.5 



5%, 95“/. 

1978.9, 57394.7 

5.7,60.7 


# of BLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 


MEAN, GEO MEAN 

20683.9,13442.5 

19.4,10.8 



SD, SB 

19316.06, 2759.44 

32.33,4.01 



MEDIAN 

15270.9 

6.S 



MIN, MAX 

161.7, 104270.7 

5.7,189.5 



5%, 95% 

2859.fi, 52339.4 

5.7, 80.0 


# of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

17347.0,12260.6 

14.3,9 1 



SD, SE 

11823.64, 1743.30 

25.13, 3.12 



MEDIAN 

13638.4 

5.7 



MIN, MAX 

115.8,44940.9 

5.7, 191.8 



5%, 95% 

2216.1,38369.8 

5.7, 35.2 


ff of BLQ/ALQ Values 

0/0 . 

39/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

18479.7,12749.4 

17.0,10.7 



SD.SE 

14488.77,2049.02 

24.40, 3.03 



MEDIAN 

15317.2 

6.S 



MIN, MAX 

152.3,71401.7 

5.7.153.6 



5%, 95% 

2634.7,41965.1 

5.7,64.0 



a P-value from Wilcoxon rank-sum test, ' ~ ’—..— 

* Overall values calculated by first averaging the results across visits within 6 subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1,234*) for the averages across visits within a subject thus eliminating al) BLQ/ALQ values for the overall statistics, 
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PM3006437736 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 101 of2641 


Bmuiarker: Total Cotinins ((ng/mLVcigairette per day] Analytical Lab: Hanoftais _ _ 

Tintepouil _ Statistic _ Smokers __ Non-Smokers P-value 8 


Week I 

N 

50 


MEAN, GEO MEAN 

208.8, 153.8 


SD.SE 

171.02,24.19 


MEDIAN 

142.9 


MIN, MAX 

10.5, 842.8 


5%, 95% 

56.1,573.2 


# of BLQ/ALQ Values 

0/0 

Wet* 2 

N 

49 


MEAN, GEO MEAN 

268.7, 191.1 


SD.SE 

242.85, 34.69 


MEDIAN 

191.9 


MIN, MAX 

9.5,1226.1 


5% 95% 

57.9,918.7 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

244,5, 172.2 


SD, SE 

227.66, 33.57 


MEDrAN 

160.0 


MIN, MAX 

6.8,1140.3 


5%, 95% 

61.5,824.2 


it of BLQ/ALQ Values 

6/0 

Overall* 

N 

50 


MEAN, GEO MEAN 

239.5, 179.8 


SD, SE 

(88.32,26.63 


MEDIAN 

180.5 


MIN, MAX 

8.9,885.7 


5%, 95% 

58.7,647.5 


NOTE: Values Hated were normalized by taking the original biomarkerand dividing it by tire number of cigarettes found itt question 4 of the weekly survey for the corresponding week. 
fl P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging die results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo the limit 
of the quantification (e.g.. ’<1.234’will be used as ’1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437737 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 102 of264) 


Biomarker. Total Cotinme (fomcd/Ly cigarette per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value 3 


Week 1 

N 

50 


MEAN, GEO MEAN 

1184.7,872.8 


SD,SB 

970.51,137.25 


MEDIAN 

810.6 


MIN, MAX 

59.8,4782.9 


5%, 95% 

318.3, 3252.9 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

1524.6,1084,6 


SD.SE 

1378.13,196.88 


MEDIAN 

1038,8 


MIN, MAX 

53.9, 6957.9 


5%. 95% 

328.4,5213.5 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

1387.3,977.3 


SD,5E 

1291.97, 190.49 


MEDIAN 

907.7 


MIN, MAX 

38.6,6471.0 


5%, 95% 

349.2,4677.2 


# of BLQ/ALQ Values 

0/0- 

Overall’ 

N 

50 


MEAN, CEO MEAN 

1359.4, 1020.2 


SD,SB 

1068.71, 151.14 


MEDIAN 

1024.4 


MIN, MAX 

50.8, 5026.3 


5%, 95% 

333.1,3674.8 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
P-value from Wilcoxon rank-sum test. 


NA 


NA 


NA 


NA 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of RLQ / AI..Q values does not apply as the B1.Q/M Q values were converted to the limit 
of the quantification (e,g„ ’<1.234’ will be used as *1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437738 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokets of24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 103 of 264) 


Biomarker; Total Nicotine (ut;/241ir) Analytical Lab: Harrogate _.___ 

Timepoint _ Statistic ___ Smokers _ Non-Smokers 


P-value a 


Week I 


Week 2 


Week 3 


Overall' 


N 

50 

65 

MEAN. GEO MEAN 

2388.232.1566,128 

5.178, 2.339 

5D,SE 

177(1.0820,250.3274 

13.2947,1.6490 

MEDIAN 

2032.229 

1.980 

MIN, MAX 

22.137, 6337.875 

0J3O, 88.160 

5%, 95% 

352.361,5830.265 

0.800, 17.248 

# of BLQ/ALQ Values 

0/0 

43/0 

N 

49 

65 

MEAN, GEO MEAN 

2506.711,1693.852 

S.023, 2.287 

SD,SE 

1845.8417,263,6917 

42.9602, 5.3286 

MEDIAN 

2099.049 

2.025 

MIN, MAX 

10.710, 9552.459 

0.625, 348.555 

5%, 95% 

192.780,5810.675 

0.815,7.128 

n of RT.Q/ALQ Values 

0/0 

50/0 

N 

46 

65 

MEAN, GEO MEAN 

2737.439, 1824.195 

2.764,2.222 

SD.SE 

1983.6441,292.4724 

2.6887,0.3335 

MEDIAN 

2327.148 

2.064 

MTN, MAX 

10.061, 7734.320 

0.750. 19.760 

5%. 95% 

288.769,7314.615 

0.990,7.224 

# of BLQ/ALQ Values 

0/0. 

51/0 

N 

50 

65 

MEAN, GEO MEAN 

2497.610, 1731.917 

5.322, 2.469 

SD.SE 

1659.2686, 234.6560 

17.3113, 2.1472 

MEDIAN 

2046.091 

2.543 

MIN. MAX 

14.303, 5909.321 

0.967, 138.186 

5%, 95% 

172.571,5294.825 

1.057, 11.448 


<.0001 


<.0001 


<.0001 


<.0001 


* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted tn the limit 
of the quantification (e.g., '<1.234' will be used as '1.234’) for the averages across visits within a subject thus eliminating all R1Q/ATQ values for the overall statistics. 
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PM3006437739 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table Id.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers nf24-Hnnr Urine Binmarkers of Exposure by Timepoint and Overall 

(Page 104 of 264) 


BioTiiarker: Total Nicotine (nmol/24hr) _ Analytical Lab: Harrpfiate 


Timepornt 

Stall Sllc 

Smokers 

Non-Smokers 

F-value* 

Week 1 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

14723.452,9655.183 

31.925,14.418 



SD, SE 

10912.5555,1543.2684 

81.9620.10.1661 



MEDIAN 

12528.692 

12.207 



MIN, MAX 

136.475,39072.999 

3267, 543.506 



5%, 95% 

939.306,35943.584 

4.932, 106.334 


# of BLQ/ALQ Values 

0/0 

43/0 


Week 2 

N 

49 

65 

<onm 

MEAN, GEO MEAN 

15453.873, 10442.598 

49.460, 14.099 



SD, SE 

11379.6144,1625.6592 

264.8496,32.8505 



MEDIAN 

12940,637 

12.484 



MIN, MAX 

66.027, 58890.910 

3.853,2148.842 



5% 95% 

1188.489,35822.811 

5.024, 43.944 


If of BLQ/ALQ Values 

0/0 

50/0 


Week 3 

N 

46 

65 

<000! 

MEAN, GEO MEAN 

16876.314, 11246.162 

17.039,13.700 



SD, SE 

12229.1660, 1803.0921 

16.5761, 2.0560 



MEDIAN 

14346.868 

12.725 



MIN, MAX 

62.026,47682.083 

4.624,121.820 



5% 95% 

1780.261,45094.601 

6.10.3,44.536 


# of BLQ/ALQ Values 

0/0 

51/0 


Overall’ 

N 

50 

65 

<■0001 

MEAN, GEO MEAN 

15397.769, 10677.263 

32.808,15.224 



SD, SE 

10229.3910, 1446.6543 

106.7245, 13.2375 



MF.niAN 

17614 151 

13.214 



MIN, MAX 

88.176,42595964 

5.960.851919 



5%, 95% 

1063.898,32642.594 

6.514,70.579 



J P-value from Wilcoxoti rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.234’ will be used as *1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437740 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tahle 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 105 of 264) 


Biomarker: Total Nicotine f(uc/24hiVcicarette per day) 

Analytical Lab: HatToeate 



Timepoint 

Statistic 

Sniokcrt» 

Non-Smokers 

P-value 1 

Week 1 

N 

50 


NA 

MEAN. GEO MEAN 

158.841,120.305 




SD, SE 

121.2265,17.1440 




MEDIAN 

141.516 




MIN, MAX 

7.379,621.350 




5%, 95% 

28.884,416.448 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

205,584,136.663 




SD, SE 

277.5279,39.6468 




MEDIAN 

139.937 




MIN, MAX 

3.570, 1882,398 




5%, 95% 

46.464, 569.535 



# of BLQ/AI.Q Values 

0/0 



Week 3 

N 

46 


NA 


MEAN, GEO MEAN 

185.832,145.413 




SD, SE 

113.3303,16.7096 




MEDIAN 

170.006 




MIN, MAX 

3.354, 543.137 




5%. 95% 

41.253,411.403 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

50 


NA 

MEAN, GEO MEAN 

180.458,141.547 




SD, SE 

143.6449,20,3145 




MEDIAN 

143.212 




MIN. MAX 

4.768,921,368 




5%, 9S% 

53.275,367.479 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum Lest, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the hnut 
of the quantification (e.g., ’<1.234' will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 502 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437741 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Sinokets of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 106 of264) 


Biomatker: Total Nicotine ('(nmol/24hrVcigarette per day) Analytical Lab: Harrogate ___ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _P-value* 


Week I 


Week 2 


Weeks 


Overall’ 


N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95% 

If of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, CEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

979.256,741.681 
747.3612, 105.6928 
872.441 

45.492,3830.625 
178.070, 2367.399 
0/0 

49 

1267,426, 842.527 
1710.9592,244.4227 
862.709 

22.009,11604.981 
286.451,3511.183 
0/0 

46 

1145.652, 896.469 
698.6815, 103.0150 
1048.089 
20.675, 3348.442 
254,323,2536.296 
0/0 

50 

1112.524,872.634 
885.5711, 125.2387 
882.901 

29.392,5680.232 
328.440,2265.509 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking die original blomafker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P value from Wilcoxou rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating Ihe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply us the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.2349 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437742 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 107 of264) 


Biomaiker: Total Nicotine Oig/mg Creatinine) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week 1 

N 

so 

65 

<.0001 

MEAN, GEO MEAN 

2.020,1-298 

0.003, NA 



SD, SE 

1.7387,0.2459 

0.0076, 0.0009 



MEDIAN 

1.727 

0.002 



MIN, MAX 

0.021,9.353 

0.000, 0.044 



3%, 95% 

0.100,5.254 

0.000,0.011 


#of BLQ/ALQ Values 

0/0 

43/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

1.974, 1,307 

0.007, NA 



SD, SE 

1.6781,0.2397 

0.0411,0.0051 



MEDIAN 

1.686 

0.001 



MIN, MAX 

0.012,7.495 

0.000,0.333 



5%, 95% 

0144,6.431 

0.000,0.004 


# of BLQ/ALQ Values 

o/a 

50/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

2. LOO, 1.463 

0.002, NA 



SD, SE 

1.3912,0.2051 

0.0016,0.0002 



MEDIAN 

2.056 

0.002 



MIN, MAX 

0.009,5.794 

0.000.0.011 



5%, 95% 

0.200,4.966 

0.000,0.004 


# of BLQ/ALQ Values 

0/0 

51/0 


Overall* 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

2.027,1.398 

0.004, NA 



SD, SE 

1.4655,0.2073 

0.0155, 0.0019 



MEDIAN 

1 811 

0.002 



MIN, MAX 

0.014,6.341 

0.000, 0.126 



5%, 95% 

0,156,5.620 

0.000,0.008 



* P- value from WHcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<t.234 r will be used as *1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437743 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 147.1-2 

Statislical Comparison Between Smokers and Non-Smokers of 24-HourUrine Biomarkers of Exposure by Timepoinl and Overall 

(Page 108 of264) 


Biomarker: total Nicotine (nmol/me Creatinine) 

Analytical Lab: Harrogate 



Timepotnt 

Statistic 

Smokers 

Non-Smukeis 

P-value" 

Week I 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

12.456.8.001 

0.021, NA 



SD,SE 

10.7192,1.5159 

0.0466,0.0058 



MEDIAN 

10.544 

0.012 



MIN, MAX 

0.129,57.661 

0.000,0.271 



5%, 95% 

0.617,32.391 

0.000,0.068 


# of BLQ/ALQ Values 

0/0 

43/0 


Week! 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

12.170,8.060 

0.044, NA 



SD, SB 

10,3455, 1.4779 

0.2535,0.0314 



MEDIAN 

10.394 

0.006 



MIN, MAX 

0.074, 46.207 

0.000, 2.053 



5%, 95% 

0.888, 39.617 

0.000, 0.025 


ft of RT.Q/AT.Q Values 

0/0 

sm 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

12.945,9.019 

0.012, NA 



SD, SE 

8.5770, 1.2646 

0.0100, 0.0012 



MEDIAN 

12.673 

0.012 



MIN, MAX 

0.055, 35.720 

0.000, 0.068 



5%. 95% 

1.233. 30.615 

0.000.0.025 


# of BLQ/ALQ Values 

0/0 

51/0 


Overall" 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

12.496, 8.617 

0.026,0.011 



SD, SE 

9.0349,1.2777 

0.0960,0.0119 



MEDIAN 

11.165 

0.010 



MIN, MAX 

0.086.39.094 

0.002,0.779 



5%, 95% 

0.960,34.649 

0.002,0.049 



■' P-value from Wllcoxon rank-sum lest. 

' Overall values ealeulared by first averaging the resnlls across visils within a subject, then calculating file descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as die BLQ/ALQ values were converted to lire limit 
of the quantification (c.g., ’-<1.234’ will be used as 1.234’) for the averages across visits within a subject thus eliminating nil BLQ/ALQ values for the overall statistics. 
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PM3006437744 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 109 of264) 


Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokcre 

Non-Smokers 

P-valuc a 

Week I 

N 

50 


NA 

MEAN, GEO MEAN 

0.154,0.100 




SD,SE 

0.2594,0.0367 




MEDtAN 

0.095 




MIN, MAX 

0.007, 1.871 




5%, 95% 

0.028,0.288 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

0.202,0.105 




SD, SE 

0.5228,0.0747 




MEDIAN 

0,107 




MIN, MAX 

0.004, 3.726 




5%, 95% 

0.033, 0.375 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

0.149, 0.117 




SD, SE 

0.1015,0.0150 




MEDIAN 

0.125 




MIN. MAX 

0.003, 0.484 




5"/o, 95% 

0.029, 0.393 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

50 


NA 

MEAN. GEO MEAN 

0.168,0.115 




SD, SE 

0.2771,0.0392 




MEDIAN 

0.110 




MIN, MAX 

0.005,2.014 




5%, 95% 

0.036,0.296 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will he used as ’1.234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ vatues for the overall statistics. 
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PM3006437745 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoirit and Overall 

(Page 110 of 264) 


Analytical Lab: Harrogate 


Tmiepoiul 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

50 


NA 

MEAN. GEO MEAN 

0.950,0.615 




SD, SE 

1.5985,0.2261 




MEDIAN 

0.583 




MIN, MAX 

0,043, 11.532 




5%, 95% 

0.175,1.776 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

1.245,0.650 




SD, SE 

3.2226, 0.4604 




MEDIAN 

0.662 




MIN, MAX 

0,025,22.968 




5%, 95% 

0.205,2.310 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

0.921,0.719 




SD, SE 

0.6259,0.0923 




MEDIAN 

0.767 




MTN, MAX 

0.018,2.983 




5%, 95% 

0.176,2.422 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

50 


NA 

MEAN, GEO MEAN 

1.035.0.705 




SD, SE 

1.7079,0.2415 




MEDIAN 

0.682 




MIN, MAX 

0.029, 12.412 




3%, 95% 

0.220, 1.824 




NOTE: Values listed were normalized by taking the Original biom&rkrr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-vahie from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437746 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokere and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 111 of264) 


Biomaiker: Total Nicatina trWnil.i Analytical Lab: Harrogate _ 

Timepoint _ Statistic _Smokers 


Non-Sniokera 


P-value° 


Week i 


Week 2 


Week 3 


Overall' 


N 

50 

65 

MEAN, GEO MEAN 

1612.6,916.5 

2.4, 1.4 

SD, SE 

1653.11,233.78 

4.50,0.56 

MEDIAN 

1000.4 

1.0 

MIN, MAX 

15.7, 8096.4 

1.0,23.2 

5%, 95% 

88.4, 5070.3 

1-0,8.8 

It ofBLQ/ALQ Values 

0/0 

43/0 

N 

49 

65 

MEAN, GEO MEAN 

1794.7,1094.9 

3.3, 1.3 

SD, SE 

1855.53,265.08. 

15.04,1.87 

MEDIAN 

1304.2 

1.0 

MIN, MAX 

11.9,10733.1 

1.0, 122,3 

5%, 95% 

151.2.5120.6 

1.0, 5.1 

# ofBLQ/ALQ Values 

0/0 

50/0 

N 

46 

65 

MEAN, GEO MEAN 

1611.1, 1068.8 

1.5, 1.2 

SD, SE 

1234.16, 181.97 

1.87, 0.23 

MEDIAN 

1301.9 

1.0 

MIN, MAX 

9.6,4831.6 

1.0.15.2 

5% 95% 

253.9, 3911.0 

1.0,2.1 

tt ofBLQ/ALQ Values 

0/0 

51/0 

N 

50 

65 

MP.AN, GEO MEAN 

1646.9, 1057.4 

2.4,1.4 

SD, SE 

1449.86,205.04 

6.13, 0.76 

MEDIAN 

1216.9 

1.0 

MIN, MAX 

12.4,7887.0 

1.0,48.6 

5%, 95% 

163.9, 3865.6 

1.0,45 


<000! 


<.0001 


<0001 


<. 000 ! 


a P-value from Wilcoxon rank-sum test. " " ' ' ““— '--— -—-—--——- 

Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of DLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<] ,234'wtl! be used as ’] .234”) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437747 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers andNon-Smokeis oF24-Hour Urine Btomarkers of Exposure by Timcpoint and Overall 

(Page U2 of 264) 


Bioniarker: Total Nicotine (nmol/L) Analytical Lab; Harrogate 


Timenoint 

Statistic 

Smokers 



■Non-Smokers 


-- 

Week ! 

N 

50 



65 

<0001 



MEAN, GEO MEAN 

9941.7,5650.1 



15.0, 8.9 




SO, SE 

10191.41,1441.28 



27.75, 3,44 




MEDIAN 

5167.2 



6.2 




MIN, MAX 

96.8, 499U.3 



6.2, 143.0 




5%, 95% 

545,0, 31258.4 



6.2.54.3 




# of BLQ/ALQ Values 

0/0 



43/0 



Week 2 

N 

49 



65 

<0001 



MEAN, GEO MEAN 

11064.5,5750.1 



20.6,8.3 




SD,$E 

11439.34,1634.19 



92.70,11.50 




MEDIAN 

6040.4 



6.2 




MIN, MAX 

73.4, 66169.6 



6,2, 754.0 




5%, 95% 

932.1,31568.5 



6-2.31.4 




# of BLQ/ALQ Values 

0/0 



5010 



Week 3 

N 

46 



65 

<0001 



MEAN, GEO MEAN 

9932.6, 6589.5 



9.0, 7.4 




SD, SE 

7608.62, 1121.83 



11.51,1.43 




MEDIAN 

8025.9 



6.2 




MIN, MAX 

59.2,2978S.8 



6.2.93.7 




5%, 95% 

15653,24111.3 



6.2,12.9 




It of BLQ/ALQ Values 

0/0 



51/0 



Overall' 

N 

50 



65 

<.0001 



MEAN, GEO MEAN 

10152.9, 6518.8 



14.8,8.7 




SD, SE 

8938.40. 1264.08 



37.79,4.69 




MEDIAN 

7502.2 



6.2 




MIN, MAX 

76.5,48623.6 



6.2,299.8 




5%, 95% 

1010.2,23831.4 



6.2,28.0 



P-value from Wilcox on rank-sum test. --*——--— 


Overall values calculated by first averaging the remits across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ‘<1.234’will be used as 1,234') for the averages across visits within a subject thus eliminating, all BLQ/ALQ values for the overall statistics. 
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PM3006437748 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkers of Exposure by Tirtiepoint and Overall 

(Page 113 Of 264) 


Biomarken Total Nicotine ((nja/niD/clsarclte per day) 

Analytical Lab: Harrogate 



Timcpoirrt 

Statistic 

Smokers 

Non-Smokers 

P-vaiue-’ 

Week 1 

N 

so 


NA 

MEAN, GEO MEAN 

104.0.70.4 




SD.SE 

96.79,13.69 




MEDIAN 

75.1 




MIN, MAX 

52, 468.8 




5%, 95% 

19,4,323.6 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

141.4,88.3 




SD, SB 

190.40,27.20 




MEDIAN 

83.4 




MIN, MAX 

4.0,1214.5 




5%, 95% 

7.4 4,403.2 



ff of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

[19.8, 85.2 




SD, SE 

99.86,14.72 




MEDIAN 

87.0 




MIN. MAX 

3.2,464.9 




5%, 95% 

22.4,322.1 



ff of BLQ/ALQ Values 

0/0 



Overall’ 

N 

50 


NA 

mean, geo mean 

119.8,85.9 




SD, SF. 

114.41, 16.18 




MEDIAN 

80.5 




MIN, MAX 

4.1,667.7 




5%, 95% 

28,7,325.3 




NOTE: Values listed went; normalized by taking (lie original biomarker and dividing it by tbe number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 

H P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating ihe descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values wore converted to the limit 
of the quantification (e.g„ ’< 1.234'will be used as '1234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statisfics. 
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PM3006437749 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokens of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 114 of 264) 


Biomarker: Total Nicotine ({nmol/D/cigarette per day) 

Analytical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 

Week 1 

N 

50 


MEAN, GEO MEAN 

64122,434.0 


SD, SE 

596.70, 84.39 


MEDIAN 

463.0 


MIN, MAX 

32.3,2889.8 


5%, 95% 

119.9, 1995.1 


» of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

871.9,544.6 


SD, SE 

1173.74, 167.68 


MEDIAN 

514.2 


MIN, MAX 

24.5. 7487.1 


5%, 95% 

150.5, 2485.9 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

738.5, 525.3 


SD, SE 

615,68, 90.78 


MEDIAN 

535.8 


MIN, MAX 

19.7.28662 


5%, 95% 

137.9, 1985.8 


# Of BLQ/ALQ Values 

0/0. 

Overall' 

N 

50 


MEAN, GEO MEAN 

738.5, 529.5 


SD, SF. 

705.29, 99.74 


MEDIAN 

496.1 


MIN, MAX 

25.5,4116.1 


5%, 95% 

176.9,2005.1 


Non-Smokers 


P-value* 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking tire original biomarker and dividing it by the number of cigarettes found in question 4 ot'tlie weekly survey for the corresponding week. .. 

0 P-value from Witcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values dues not apply as the BLQ/ALQ values were converted to tile limit 
Of the quantification (e.g.. ’<1.234’will be used as '1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437750 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkenr of Exposure by Timepoint and Overall 

(Page 115 of 264) 


Biomarkcn Trans-3-liydroxyco(niine {\s.pj24\\f) 

TirrHMinJnt 

Analytical Lab: Harrogate 

Smokers 


Week 1 

N 

50 

Non-Smokers 

65 

MEAN, GEO MEAN 

5745.431,3951.124 

6.964,3.581 


SD, SE 

4337.8610,613.4662 

11.5984,1.4386 


MEDIAN 

5379.732 

2.800 


MIN, MAX 

42.441,20367.215 

0.855, 67.936 


5%, 95% 

645.000, 15778245 

1.030,30,820 

# of BLQ/ALQ Values 

0/0 

22/0 

Week 2 

N 

49 

65 

MEAN, GEO MEAN 

6615.884,4719.000 

9.250,4.155 


SD, SE 

4263.6442, 609.0920 

20.6533, 2.5617 


MEDIAN 

6368.085 

2.910 


MIN, MAX 

24.210, 18154.368 

0.750, 152.550 


5% 95% 

722.866,15032.830 

1.023,31.960 

# of BLQ/ALQ Values 

0/0 

17/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

6170.891,4344.157 

6.512,3.646 


SD, SE 

4218.9830,622.0551 

11.2227, 1.3920 


MEDIAN 

5068.953 

2.890 


MIN, MAX 

21.379,15I2L4SO 

0.99O, 72.800 


5%, 95% 

976.686, 14222.565 

1.300,31.610 

# of BLQ/ALQ Values 

0/0 

30/0 

Overall* 

N 

50 

65 

MEAN, GEO MEAN 

6093.854,4444.837 

7.576,4.132 


SD, SE 

3968.4962,561.2301 

12,7435, 1.5806 


MEDIAN 

5310.133 

3,182 


MIN, MAX 

29.343, 17222.174 

1.938,76.940 


5%, 95% 

696.229,12433.240 

1.303,33.167 


P-value a 


<.0001 


<.0001 


<0001 


<.0001 


a P-value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does 
of the quantification (eg., ’<1.2.14' will be used as 1 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for tile overall statistics. 


net apply as the BLQ/ALQ values were converted to the limit 
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PM3006437751 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

fPage 116 of264) 


Biomarkcr; Trang-3-hydroxycotittine(nniol/24in) Analytic al Lab: Harrogate 

--SBrisric_ Smokers _"_ Non-Smokers 


P-value* 


Week 1 

N 

MEAN, GEO MEAN 

SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

50 

29893.480,20557.701 

22569.8906,3191.8645 

27990.743 

220.821,105970.620 
3355.935, 82094.209 
0/0 

Week 2 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

49 

34422.443,24552.957 
22183.7406,3169.1058 
33133.146 
125.965,94457.177 
3761.072.7*215,814 
0/0 

Week 3 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

46 

32107.148,22602,652 
21951.3688,3236,5528 
26373.760 
111,235, 78677.0 60 
5081.697, 74000.006 
0/0 

Overall* 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

50 

31706.321,23126.495 
20648.0857,2920.0803 
27628.619 
152.674, 89606.973 
3622.478,64690.148 


65 <.0001 

36.235. 18.631 
60.3466.7.4851 
14.568 

4.449,353.471 
5.359,160.356 
2241 

65 <.0001 

48.129,21.619 
107.4591, 13.3287 
15.141 

3.902,793.718 
5.323, 166.288 
17/0 

65 <0001 

33.883,18.972 
58.3918,7.2426 
15.037 

5.151,378.778 
6.764,164.467 
30/0 

65 <.0001 

39.416,21.501 
66.3047, 8.2241 
16.556 

5.402.400.319 
6.778,172.570 


1 P-valutc from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acr oss subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were 
oftbe quantification fe.g., ‘<t .234* will be used as ’] .234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


converted to the limit 
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PM3006437752 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 117 of264) 


Biomarker: Tnms-3-liydroxvcotinine (fug/24hr)/ciEarette per day) 
Timepoint _ Statistic _ 


Analytical Lab: Harrogate 

Smokers _ 


Non-Smukeis 


P-value* 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 


50 

385.100,303-513 
266.5916,37,7017 
325.512 

14.147.1577.825 
71.775, 899.285 
0/0 

49 

506.178,380.737 
418.8634,59.8376 
400.405 

8.070,2529.445 
164.300, 1157.695 
0/0 

46 

436.853,346.287 
270.9947,39.9560 
371.128 

7.126,1230.107 
159.486.1036.347 
0/0 

50 

442.816,355.555 
277.0733.39.1841 
377.916 

9.781,1385.359 
148.070,1006,597 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthc corresponding week. 

* P-value from Wiicuxun rank-sum teat. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as die BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will he used as T.234') for the averages across visits within a subject thus eliminating ail BLQ/ALQ values fertile overall statistics. 
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PM3006437753 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 118 of264) 


Biomaikcr: Trans-3-hydroxvcotinine ((r.mol/24hiVcieareuoperday! Analytical Lab: Harrogate 



Timeoomt 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Weekl 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, <15% 

# of BLQ/ALQ ValuES 

50 

2003.674,1579.178 

1387.0757,196.1621 

1693.636 

73.607, 8209.421 

373.446, 4678.980 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

49 

2633.642,1980.976 

2179.3464,311.3352 

2083.307 

41.988, 13160,703 

854.853,6023.487 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n of BLQ/ALQ Values 

46 

2272.944, 1801.733 

1409.9652,207.8910 

1930.976 

37.078, 6400.244 

829,805,5392.114 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

50 

2303.971,1849.953 

1441.6122,203.8748 

1966.297 

50.891,7208.023 

770.409, 5237.322 


NA 

NOTE. Values listed were normalized by taking tlie original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-valite from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does nol apply as the BLQ/ALQ values were convened to the limit 
of the quantification {e.g., ’<1.234’willbeusedas *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall staiislics. 
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PM3006437754 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokens and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 119 of264) 


Biomarker Trans-3-liydroxycotinine (tig/mg Creatinine) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

p-valuc* 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

4.766,3.274 

0.005, NA 



SD, SE 

3.4639,0.4899 

0.0060,0.0010 



MEDIAN 

4.25S 

0.002 



MIN, MAX 

(J.U4U, 14.351 

0.000, 0.042 



5%, 95% 

0.300, 12.478 

0.001,0.019 


if of DLQ/ALQ Values 

o/o 

22/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

5.168,3.642 

0.006, NA 



SD, SE 

3.6621,0.5232 

0.0123,0.0015 



MEDIAN 

4.126 

0.002 



MIN, MAX 

0.027, 15.297 

0.000, 0.079 



5%, 95% 

0.-100, 12.899 

0,001, 0.019 


# of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

5.034, 3.484 

0.004, 0.003 



SD, SE 

3.6689, 0.5410 

0.0062, 0,0008 



MEDIAN 

3.689 

0.002 



MIN, MAX 

0.019,15.542 

0.001,0.041 



5%, 95% 

0.770, 11.642 

0.001,0.017 


# of BLQ/ALQ Values 

0/0. 

30/0 


Overall' 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

4.971, 3.566 

0.005, 0.003 



SD, SE 

3.4521,0-4882 

0.0075, 0.0009 



MEDIAN 

4.113 

0.002 



MIN, MAX 

0.029. 14.264 

0.001,0.037 



5%, 95% 

0.497, 12.705 

0.001,0.019 


* P-value from Wilcoxon rank-sum test. 


■ Overall values calculated by first averaging the results across visits within a subject, tlien calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g„ ’-<1.234' will he used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437755 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 120 of264) 


Biomarker: Trans-3-hvdroxvcotinine fnmol/rae Creatinine! Analytical Lab; Harrogate 

Timepoint 

Statistic 

Smokers 

Ncm-Sinokere 

P-value 3 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

24.797, 17.032 

0.026, NA 



SD, SE . 

18.0226,2.5488 

0.0418,0.C052 



MEDIAN 

22.155 

0.010 



MIN, MAX 

0.208, 74.668 

0.000,0.219 



5%, 95% 

1.561,64.923 

0.005,0.099 


# of BLQ/ALQ Values 

0/0 

22/0 


Week2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

26.891,18.948 

0.032, NA 



SD, SE 

19.0536,2.7219. 

0.0640,0.0079 



MEDIAN 

21.468 

0.010 



MIN, MAX 

0.140, 79.590 

0.000,0.411 



5%, 95% 

2.081,67,113 

0.005, 0.099 


# of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

46 

65 

<,0001 

MEAN, GEO MEAN 

26.191,18.128 

0.022,0.013 



SD, SE 

19.0893,2.8146 

0.0325,0.0040 



MEDIAN 

19.194 

0.010 



MIN, MAX 

0.099, 80.865 

0.005,0.213 



5%, 95% 

4.006, 60.573 

0.005.0.088 


ft of BLQ/ALQ Values 

0/0 

30/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

25.862, 18.548 

0.027, 0,015 



SD, SE 

17.9615,2.5401 

0.0389, 0.0018 



MEDIAN 

21.398 

0.012 



MIN, MAX 

0.149,74.215 

0,003,0.194 



5%, 95% 

2.586,66.106 

0,005,0.099 



‘ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the vestal 1$ across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tlte BLQ/ALQ values were converted to the limit 
of die quantification (e.g„ ’<1.234'will be used as ’1.2340 for the averages across visits wilhin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

i 
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PM3006437756 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarfcers of Exposure by Timepoint and Overall 

(Page 121 of 264) 


Bioraaiker: Trans-3-hydroxycotiuine fijm/um CreatiiiiiieVcigareUe per day) Analytical Lab; Harropate 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

0.340,0.251 




SD, SE 

0.3073,0.0435 




MEDIAN 

0.266 




MIN, MAX 

0.013,1.777 




5%, 95% 

0.060,0.957 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

0.450, 0.294 




SD, SE 

U.703S. 0.1005 




MEDIAN 

0.286 




MIN, MAX 

0.009,5.006 




5%, 95% 

0.094,0.914 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

0.376,0.277 




SD, SE 

0.3241, 0.0478 




MEDIAN 

0.279 




MIN. MAX 

0.006,1.768 




5%, 95% 

0.107, 0.928 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

50 


NA 

MEAN, GEO MEAN 

0.391,0.285 




SD, SE 

0.4161,0.0588 




MEDIAN 

0.312 




MIN, MAX 

0.009,2.850 




5%, 95% 

0.116,1.063 




NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 
e P-value from V/ilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437757 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 122 of 264) 


Bioniarto: Trans-3-hydraxycotLnine ((nmol/niB Creatinine ycinaretle per day) _ Analytical Lab: Harrogate 


Timepoiat 

Statistic 

Smokers 

Nun-Smokers 

Week I 

N 

50 



MEAN, GEO MEAN 

1.771,1.308 



SD.SE 

1.5987,0.2261 



MEDIAN 

1.384 



MIN, MAX 

0.069, 9.247 



5%, 95% 

0.310,4,979 



ft of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 



MEAN, GEO MEAN 

2.342,1.529 



SD, SE 

3.6619,0.5231 



MEDIAN 

1.485 



MIN, MAX 

0.047,26.046 



5%. 95% 

0.487, 4.754 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 



MEAN, GEO MEAN 

1.955, 1.445 



SD, SE 

1.6865,0.2487 



MEDIAN 

1.452 



MIN, MAX 

0.033,9.197 



5%, 95% 

0.558,4.830 



# of BLQ/ALQ Values 

0/0 


Overall' 

N 

50 



MEAN, GEO MEAN 

2.034,1.486 



SO, SE 

2.1649,0.3062 



MEDIAN 

1.622 



MIN, MAX 

0.050,14.S30 



5%, 95% 

0.603,5.530 



P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by tbe number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

Overall values calculated fay first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not appiy as tbe BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1.234’will be used as T.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437758 


RSR 

Protocol No. PM-8450 

Covauce CRU Study No. 12226-8450 


Tahle 14.2.1-2 


Biomarker: Trans-3-hydroxYCOlinine (ng/mL) 

Statistical Comparison Between Smokers and Non-Smokers of24-Ho«r Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 123 of 264) 

Analytical Lab: Harrogate 


Timepoinl 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

3549.7,2312.1 

4.4,2.2 



SD.SE 

3173,27,448.77 

9.97, 1.24 



MEDIAN 

3110.5 

1.4 



MIN a MAX 

30.1, 17333.8 

1.0,77.2 



3%. 93% 

422.2,9882.6 

1.0, 16.4 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

65 

<.0001 

MEAN. GEO MEAN 

4688.4,30503 

62,2.4 



SD, SE 

3986.05,569.44 

17.70,2.19 



MEDIAN 

3435.7 

1.7 



MIN, MAN 

26.9, 18365.3 

1.0, 135.0 



5%, 95% 

692.4,13308.1 

1,0,21.4 


il of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

3636.9,2545.4 

3.6,2.0 



SD, SE 

2820.50,415.86 

7.31, 0.91 



MEDIAN 

3045.4 

1.3 



MIN, MAX 

20.4,15599.2 

1.0,56.0 



5%. 95% 

525.1,8394.0 

1.0,10.9 


# of BLQ/ALQ Values 

0/0 

30/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

3928.4, 2775.7 

4.7,2.4 



SD, SE 

2928.37,414.13 

9,29, 1.15 



MEDIAN 

3463.0 

1.8 



MIN. MAX 

25.8, 13970.9 

1,0,52.6 



5%, 95% 

601.4,8965.5 

1.0, 14.3 



J P-value from Wilcox on rank-sum test. 

' Overall values calculated by firal averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as ’! .2:34*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437759 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

[Page 124 of 264) 


Biotnatker: Tnms-3-hvdroxvcolinine Inmol/Ll Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

F-vaUie* 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

18469.2. 12030.0 

23.1.11.4 



SD, SE 

16510.52,2334.94 

51.89,6.44 



MEDIAN 

16183.9 

7.3 



MIN, MAX 

156.6,90187.8 

5.2,401.7 



5%, 95% 

2196.7,51419*2 

5.2,85.3 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

65 

<.nnm 

MEAN, GEO MEAN 

24393.8,15870.9 

32.3,12.6 



SD, SE 

20739.45, 2962.78 

92.07, 11.42 



MEDIAN 

17875.9 

8.8 



MIN, MAX 

140.0,98156.2 

5.2.702.4 



5%, 95% 

3602.6,69242.0 

5.2,111.3 


# of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

18922.7,13243.4 

18.5,10.2 



SD, SE 

14675.07,2163.72 

38.06,4.72 



MEDIAN 

15845.0 

6.8 



MIN, MAX 

106.1,81162.6 

5.2,291.4 



5%, 95% 

2732.1,43674.0 

5.2, 56.7 


# of BLQ/ALQ Values 

0/0 

30/0 


Overall* 

N 

50 

65 

<0003 

MEAN, GEO MEAN 

20439.3, 14441.8 

24.7, 12.6 



SD, SE 

15236.32,2154.74 

48.35, 6.00 



MEDIAN 

18017.8 

9.3 



MIN. MAX 

134.2,72690.6 

5.2,273.7 



5%, 95% 

3129.3,46647.3 

5.2, 74.6 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, '<1.234' will be used as 1.234 3 ) far the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437760 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepointand Overall 

(Page 125 of264) 




Timepoint 

Statistic 

Smokers 

Week 1 

N 

50 

MEAN, GEO MEAN 

237.0, 177.6 


SD.SE 

172.16,24.35 


MEDIAN 

195.5 


MIN, MAX 

10.0, 648.2 


5%, 95% 

47.8, 607.6 

if of BLQ/ALQ Values 

0/0 

Week? 

N 

49 

MEAN, GEO MEAN 

356.4,246.1 


SD.SE 

330.14,47.16 


MEDIAN 

271.8 


MrN, MAX 

9.0, 1631.9 


5%, 95% 

82.2,942.6 

# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 

MEAN, GEO MOAN 

291.2,202.9 


SB, SE 

303.79, 44.79 


MEDIAN 

197.5 


MIN, MAX 

6.8, 1850.6 


5%, 95% 

65.3, 820.7 

# of BLQ/ALQ Values 

0/0 

Overall' 

N 

50 


MEAN, GEO MEAN 

297.1,220.8 


SD.SE 

239.90,33.93 


MEDIAN 

224.3 


MIN, MAX 

8.6, 1263.3 


5%, 95% 

78.0, 801.2 


Analytical Lab: Harrogate 


Non-Smokers 


P-value a 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking tile original biomarter and dividing it by the number of cigarettes found In question 4 of the weekly survey fur the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating lire descriptive statistics across subjects. Count of BLQ/A1 0 values dnes not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1,234’will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for Ihe Overall statistics, 
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PM3006437761 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 126 of264) 


Biomarker. Trans-3-hydroxycoti nine ((mnoI/Lycigarette per day) _ Analytical Lab: Harrogate _ 

Tiarepoiut _ Statistic _ Smokers _ Non-Smokers _ P-value a 


Weekl 


Week 2 


Week 3 


Overall' 


N 

50 

MEAN, GEO MEAN 

1232.9, 924.1 

SD, SE 

895.77,126.68 

MEDIAN 

1017.1 

MIN, MAX 

52.2,3372.8 

5%, 95% 

248.6,3161.5 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

1854.4,1280.5 

SD, SE 

1717.72, 245.39 

MEDIAN 

1414.4 

MIN, MAX 

46.7, 8490.8 

5%, 95% 

427.4, 4904.3 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

1515.2,1055.7 

SD, SE 

1580,61,233.05 

MEDIAN 

1027.4 

MIN, MAX 

35.4,9628.8 

5%, 95% 

339,8,4269.9 

# of BLQ/ALQ Values 

0/0. 

N 

50 

MEAN, GEO MEAN 

1545.7, 11486 

SD, SE 

1248,24, 176.53 

MEDIAN 

1167.1 

MIN, MAX 

44.8,6573.1 

5%, 95% 

405.8,4168.4 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

P-value Tram Wilcoxoti rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
nf the quantification (e.g. } ’<1.234'will be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437762 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokeis and Non-Smokers of24-Hour Urine Eiomatkers of Exposure by Timepoint and Overall 

(Page 127 of 264) 


Biotnarker: Trans-'j-hydroxycolmine-O-gluaironide (ranol/24tri _ Analytical Lab: Harrogate 


Timepomt 

Statistic 

Smokers 

Non-Smoke is 

P-value 3 

Week 1 

N 

49 

53 

<.0001 

MEAN. GEO MEAN 

11096.179,6918.753 

9268, N A 



SD, SE 

10472.8752,1496.1250 

17.2617,2.3711 



MEDIAN 

8366.015 

2.106 



MIN, MAX 

197.400,56537.828 

0.000, 86,504 



5%, 95% 

757.770,26230.442 

0.000, 52.260 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

59 

<.0001 

MEAN, GEO MEAN 

10165.213,7180,455 

13.668, NA 



SD, SE 

7498.0883,107 U555 

30.4127,3.9594 



MEDIAN 

8992.596 

1.575 



MIN, MAX 

126.000,38811.750 

0.000,202.270 



5%, 95% 

622.537,24231.808 

0.000, 62.122 


U of Bf.Q/ALQ Values 

0/0 

17/0 


Week 3 

N 

45 

61 

<.0001 

MEAN, GEO MEAN 

12310.192,8164.712 

8.349, NA 



SD, SE 

11374.8476,1695.6622 

18.7129,2.3959 



MEDIAN 

8468.655 

1,050 



MIN, MAX 

160.868, 64170.700 

0.000, 88.660 



5%, 95% 

1725.522,31402.440 

0.000,42,273 


# of BLQ/ALQ Values 

0/0 

30/0 


Overall' 

N 

50 

64 

<.0001 

MEAN, GEO MEAN 

10913.713,7675.781 

10.045, NA 



SD, SE 

8872.2538, 1254.7262 

19.3895, 2.4237 



MEDIAN 

9018.318 

2.457 



MIN, MAX 

161.423,49042.882 

0.000,104,787 



5%, 95% 

828.268, 27010,976 

0.000,49.847 



■’ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for die overall statistics. 
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PM3006437763 



R8R 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 128 of264) 


Biomarker: Trans -3 -hydroxYcotinin.e-O-glucuronide {'fnmol/24hrVcicarette per day) 

Timepoint 

Statistic 

Smokers 

Week I 

N 

49 


MEAN. GEO MEAN 

695.999,530.594 


SD. SE 

448.5707,64.0815 


MEDIAN 

671.090 


MIN, MAX 

43.617, 1884.594 


5%. 95% 

65.800, 1670.809 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

793.931,579.332 


SD, SE 

811.6069, 115.9438 


MEDIAN 

626.919 


MIN, MAX 

34.585,5423.915 


5%. 95% 

175.088, 1661.556 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

45 


MEAN, GEO MEAN 

828.559, 637.667 


SD, SE 

590.4088, 88.0129 


MEDIAN 

673.095 


MIN, MAX 

35.637,3329.928 


5%, 95% 

236,928,1723.842 


tt of BLQ/ALQ Values 

0/0 

Overall’ 

N 

50 


MEAN, GEO MEAN 

769.302,619.089 


SD, SE 

518.4089,73.3141 


MEDIAN 

707,376 


MIN, MAX 

37.946,3355.093 


5%, 95% 

230.597, 1545.608 


Analytical Lab: Harrogate 


Non-Smokers 


P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by thenumber of cigarettes found In question 4 of the weekly survey for tile corresponding week. ~~ 

* P-value from Wilcnxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive slatistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were convei ted to the limit 
of the quantification (e.g., ’<l.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all 8LQ/ALQ values for the overall statistics. 
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PM3006437764 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hotir Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 129 of 264) 


Biomaiker: Trans-3-hYdroxycotinine-O-glucuroiiidc (mitol/mg Crtatinine) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokets 


Non-Smoke is 

P-value" 

Week J 

N 

49 


53 

<.0001 

MEAN. GEO MEAN 

8.953.5.755 


0.006, NA 



SD, SE 

7.6799,1.0971 


0.0114,0.0016 



MEDIAN 

6.754 


0.002 



MIN, MAX 

0.182,37.904 


0.0OU, 0.053 



5%,95% 

0.365,24.215 


0.000,0.034 


# of BLQ/ALQ Values 

0/0 


22/0 


Week! 

N 

49 


59 

<.0001 

MEAN, GEO MEAN 

8.344.5.542 


0.009, NA 



SD, SE 

7.7423,1.1060 


0.0188, 0.0024 



MEDIAN 

5.726 


0.001 



MIN, MAX 

0.141,37.773 


0.000,0.105 



5%, 95% 

0.539,24.592 


0.000, 0.053 


# of BLQ/ALQ Values 

0/(1 


17/0 


Week 3 

N 

45 


61 

<.0001 

MEAN, GEO MEAN 

10.066,6.491 


0.005, NA 



SD, SE 

9.7261, 1.4499 


0.0101,0.0013 



MEDIAN 

6.677 


0.001 



MIN, MAX 

0.141,41.198 


0.000,0.050 



5%, 95% 

1.718.30.778 


0.000,0.030 


# of BLQ/ALQ Values 

0/0 


30/0 


Overall* 

N 

50 


64 

<.0001 

MEAN, GEO MEAN 

9.000, 6.118 


0.006, NA 



SD, SE 

7.9341, LI220 


0.0116,0.0014 



MEDIAN 

6.640 


0.002 



MIN. MAX 

0.156.38.958 


0.000,0.052 



5%. 95% 

0.813,26,074 


0.000,0.036 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437765 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tahle 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 130 of 264) 


Biomariter: Trans-3-hydroxycotinine-Q-glucuronide ((nmol/mg Crcatirune)/cigaret(e per day) 
Timepoint _ Statistic _ Smokers _ 


Analytical Lab: Harrogate _ 

Non-Smokers 


P-value" 


Week 1 

N 

49 


MEAN, GEO MEAN 

0.618,0.441 


SD, SE 

0.6338,0.0905 


MEDIAN 

0.507 


MIN, MAX 

0.020, 3.948 


5%, 95% 

0.091, 1.523 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

0.755, 0.447 


SD, SE 

1.5032, 0.2147 


MEDIAN 

0.437 


MIN, MAN 

0.018,10.734 


5%, 95% 

0.135, 1.381 


It of BLQ/ALQ Values 

0/0 

Weeks 

N 

45 


MEAN, GEO MEAN 

0.722,0,507 


SD, SE 

0.8347, 0.1244 


MEDIAN 

0.560 


MIN, MAX 

0.020, 5.679 


5%. 95% 

0.217,1.231 


# Of BLQ/ALQ Values 

0/0 

Overall" 

N 

50 


MEAN, GEO MEAN 

0.700, 0.494 


SD, SE 

0.9391,0.1328 


MEDIAN 

0.514 


MIN, MAX 

0.019, 6.787 


5%, 95% 

0.177,1.316 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the cunesponcling week. 

0 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234* will he used as .234') for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006437766 


RSR. 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 131 of264) 


Biomarker: Trans-3-hvdraxvcotinine-O-elucuranide fnmol/L') 

Analytical Lab: Hairocaie 



Timepoint Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week t N 

49 

53 

<0001 

MEAN. GEO MEAN 

6895.8.4024.9 

6.0, NA 


SD,SE 

7654.61, 1093.52 

14.26, 1.96 


MEDIAN 

5136.9 

2.1 


MIN, MAX 

79.6.48117.3 

0.0,98.3 


5%, 95% 

649.9,16292.2 

0.0,21.9 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 N 

49 

59 

<.0001 

MEAN, GEO MEAN 

6711.8,4641.4 

8.8, NA 


SD.SE 

5108.59,729,81 

25.07, 3.26 


MEDIAN 

5545.9 

1.6 


MIN, MAX 

140.0,23215.8 

0.0, 179.0 


5%, 95% 

596.3, 15749.0 

0.0,38.0 


# of BLQ/ALQ Values 

0/0 

17/0 


Week 3 N 

45 

61 

<.0001 

MEAN, GEO MEAN 

7528.7,4762.9 

4.5, NA 


SD, SE 

8062.18, 1201.84 

10.35, 1.33 


MEDIAN 

5225.9 

0.5 


MIN, MAX 

153.5,40612.0 

0.0,68.2 


5%, 95% 

927.7, 29168.5 

0.0,24.5 


# of BLQ/ALQ Values 

0/0 

30/0 


Overall* N 

50 

64 

<0001 

MEAN. GEO MEAN 

6902.1,4770.7 

6.4, NA 


SD, SE 

5566.90,787.28 

14.10, 1.76 


MEDIAN 

5704.9 

1.7 


MIN. MAX 

144.5. 25999.9 

0.0.83.3 


5%, 95% 

640.7,19989.6 

00,22.2 



9 P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging tlie results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tlie BLQ/ALQ values were convened to die limit 
of the quantification (c.g., ’<1 .234’will be used as ’1.234’) for tlie averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437767 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 132 of264) 

Biomarker: Trans-3-hydroxycotmine-O-glucuromde {(nmo l/L)/cifiarette per day) _ Analytical Lab: Harrogate __ 

Timepumt _ Statistic _ Smokers _ Nou-Smokers ___.__ P-value 3 


Week 1 

N 

4.9 

NA 


MEAN. GEO MEAN 

433.3,308.7 



SD.SE 

348.28,49.75 



MEDIAN 

366.9 



MIN, MAX 

39.8, 1603.9 



5%, 95% 

58,1.1099.4 



ft of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 

NA 


MEAN, GEO MEAN 

538.1,374.5 



SD.SE 

578.57,82.65 



MEDIAN 

388.1 



MIN, MAX 

33.1,3499.3 



5%, 95% 

76.7,16203 



ft of BLQ/ALQ Values 

0/0 


Week 3 

N 

45 

NA 


MEAN, GEO MEAN 

595.7,372.0 



SD.SE 

899.83,134.14 



MEDIAN 

3673 



MIN, MAX 

15.5,5945 3 



5%, 95% 

125.4.1573,6 



# of BLQ/ALQ Values 

0/0 


Overall" 

N 

50 

NA 


MEAN, OEO MEAN 

520.2,382.8 



SD, SE 

502.97,71.13 



MEDIAN 

397.4 



MIN, MAX 

35.6,3376.2 



5%, 95% 

133.6, 1077.6 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

3 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging die results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQMLQ values does not apply as the BLQ/ALQ values were converted 1o the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALO values for the overall statistics. 
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PM3006437768 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Detween Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 13 2 of264) 


Biomaiker: (Jotiiiine (nmol/24hr) Analytical Lab: INBIFO 


Timetjoint 

Statistic 

Smokers 

Nun-Srnokers 

P-value 3 

Week l 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

8116.241,7377.365 

9.819.7.923 



SD,SE 

3337.3914,1362.4844 

8.2449,3.1163 



MEDIAN 

9239.023 

7.062 



MIN, MAX 

3100.528, 11659.550 

3.720,27.797 



5%, 95% 

3100.528, 11659.550 

3.720, 27.797 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

8657.223,8169.359 

7.179,6.747 



SD, SE 

3203.9834,1308.0207 

2.4766,0.8756 



MEDIAN 

8162.925 

7.673 



MIN. MAX 

4574.775, 13936.670 

3.224, 10.540 



5%, 95% 

4574.775, 13936.670 

3.224, 10.540 


U of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

7331.938.6175.173 

6.454,6.143 



SD, SE 

4110.3879,1838.2214 

2,2246,0.8408 



MEDIAN 

7564.865 

5.828 



MIN, MAX 

2098.704, 12059.465 

3.906,9.920 



5%. 95% 

2098.704. 12059.465 

3.906.9.920 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

8075.004,7437.279 

7.852,7.377 



SD, SE 

3105.3617,1267.7586 

2.8719,1.0154 



MEDIAN 

9771 998 

7.854 



MIN. MAX 

3258.002, 10736.417 

3.617,13.134 



5%, 95% 

3258.002, 10736.417 

3.617,13.134 



" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as ’1,234 *) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


j 
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PM3006437769 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 134 of 264) 


Biomarker: Cotinine (|ig/24hr) _ Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

6 

7 

0.0034 

MEAN. GEO MEAN 

[430.082, 1299.892 

1.730.1.396 



SD.SE 

588.0485, 240.0698 

1.4529,0.5492 



MEDIAN 

1627.916 

1.244 



MIN, MAX 

546.313,2054.413 

0.655,4.898 



5%, 95% 

546.313,2054.413 

0.655, 4.898 


tl of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

1525.403,1439.441 

1.265,1.189 



SD, SE 

564.5419,230.4733 

0.4362, 0.1542 



MEDIAN 

1438.308 

1.352 



MTN, MAX 

806.075, 2455.641 

0.568, 1.857 



5%, 95% 

806.075,2455.641 

0.568,1.857 


# of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0058 

MEAN. GEO MEAN 

1291.888,1088.066 

1.137, 1.082 



SD, SE 

724.2504,323.8946 

0.3920,0.1482 



MEDrAN 

1332.929 

1.027 



MIN, MAX 

369.792,2124.878 

0.688. 1.748 



5%. 95% 

369.792,2124.87S 

0.688, 1.748 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

1422.816, 1310.449 

1.383, 1.300 



SD, SE 

547.1647,223.3791 

0.5060,0.1789 



MEDIAN 

1624.916 

1.384 



MIN, MAX 

574.060,1891.757 

0.637,2.314 



5%, 95% 

574.060,1891.757 

0.637,2.314 



" p-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '-^1.234* will be used as 1 J .234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437770 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Bbmarkens of Exposure by Timepoint and Overall 

(Page 135 of264) 

> 

Biomarker: Cotinine ((nmol/24lirVcigarette per day) _ Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-valne* 


Week 1 

N 

6 


MEAN, GEO MEAN 

480.942,449.009 


SD,SE 

209.8036, 85.6520 


MEDIAN 

433.268 


MIN, MAX 

278.469,870.573 


5%, 95% 

278.469, 870,573 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

728.933,619.083 


SD.SE 

504.0549,205.7796 


MEDIAN 

577.156 


MIN, MAX 

350.203, 1683.665 


5%, 95% 

350.203, 1683.665 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

744.731,565.317 


SD, SE 

631.7633,282.5332 


MEDIAN 

378,243 


MIN, MAX 

249.386,1741.285 


5%, 95% 

249.386.1741.285 


#of BLQ/ALQ Values 

0/0 

Overall" 

N 

6 


MEAN, GEO MEAN 

630,928,552.357 


SD, SE 

372.9587, 152.2598 


MEDIAN 

480 530 


MIN. MAX 

292.686,1259.423 


5%, 95% 

292.686,1259.423 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of tbe weekly survey for the corresponding week, 

1 P-valuc from Wilcoxun rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g t> ’<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437771 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and He:,-Smokers of 24-Hour Urine Biomarkets of Exposure by Tiinepoint and Overall 

(Page 136 of264) 


Bt'oroarker: Coitnine (fue/24hrVciearetie per day) Analytical Lab: INBIFO 


Tirnepoint 

Statistic 

Smokers 

Non-Smokers 

P-valued 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

84.742,79.115 




SD, SE 

36.9674, 15.0919 




MEDIAN 

76.342 




MIN, MAX 

49,06$, 153.395 




5%, 95% 

49.066, 153.395 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

128.438,109.083 




sn, se 

88.8144,36.2583 




MEDIAN 

101.695 




MIN. MAX 

61.706,296.662 




5%, 95% 

61.706,296.662 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

131.222,99.609 




SD, SE 

111.3169.49.7824 




MEDIAN 

66.646 




MIN, MAX 

43.942, 306.815 




5%, 95% 

43.942, 306.815 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 

MEAN, GEO MEAN 

111.170,97.325 




SD, SE 

65.7157,26.8283 




MEDIAN 

$4,069 




MIN, MAX 

51.571,221.911 




594,95% 

51.571,221.911 




NOTE: Values listed were normalized by taking tire original biomarker and dividing it by tbe number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcoxon rank-sum test, 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.,'<1.234'will be used as'1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437772 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 


Biomarken Colinine (naml/mg Creatinine) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepnint and Overall 

(Page 137 of 264) 

Analytical Lab: iNBIFO 


Time-point 

Statistic 

Smokers 

Non-Smokers 

P-value s 

Week 1 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

6.206, S.345 

0.006,0.006 



SD, SE 

3.4820, 1.4215 

0.0034, 0.0013 



MEDIAN 

6.151 

0.005 



MIN, MAX 

2.553, 11.433 

0.003,0.012 



5%, 95% 

2.553, 11.433 

0.003,0.012 


U uf BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

s 

0.0024 

MEAN, GEO MEAN 

7.082, 6.437 

0.005, 0.005 



SD, SE 

3.7617, 1.5357 

0.0028, 0.0010 



MEDIAN 

5.586 

0.005 



MIN, MAX 

4.231, 14.182 

0.002, 0.011 



5%, 95% 

4.231, 14,182 

0.002,0.011 


ft of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0049 

MEAN, GEO MEAN 

6.752,6.033 

0.005, 0.005 



SD, SB 

3.2634, 1,4594 

0,0014,0.0005 



MEDIAN 

7.282 

0.006 



MIN, MAX 

3.016,9.978 

0.003,0.007 



5%, 95% 

3.016, 9.P78 

0.003,0.007 


It of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

6.575, 5.962 

0.006, 0.006 



SD, SE 

3.0766, 1.2560 

0.0018,0.0006 



MEDIAN 

6.547 

0.005 



MIN, MAX 

3.206,10 066 

0 004, 0 OOP 



5%, 95% 

3.295,10.966 

0.004,0.009 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results adoss visits within a subject, then calculating ihc descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g., ^1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating a)! BLQ/ALQ values for the uvmll statistics. 
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PM3006437773 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.14 

Statistical Comparison Between Smokers and Non-Smokers of 24-l Iour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 138 of 264) 


Biomarker: Cotitune (pR/mg Creatinine) _ Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-va)ue“ 

Week L 

N 

6 

7 

0.0026 

MEAN, GEO MEAN 

1.093, 0.942 

0.001,0.001 



SD, SE 

0.6133, 0.2504 

0.0005,0.0002 



MEDIAN 

1.084 

0.001 



MIN, MAX 

0.450,2.014 

0.001,0.002 



5%, 95% 

0.450,2.014 

0.001,0.002 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0016 

MEAN, GEO MEAN 

1,248,1.134 

0.001,NA 



SD, SE 

0.6628,0.2706 

0.0005,0.0002 



MEDIAN 

0.984 

0.001 



MIN, MAX 

0.746,2.499 

0.000,0.002 



5%, 95% 

0.746,2.199 

0.000,0.002 


U of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

1.190,1.063 

0.001,0.001 



SD, SE 

0.5751,0.2572 

0.0000 ? 0.0000 



MEDIAN 

1,283 

0.001 



MIN, MAX 

0.531, 1.758 

0.001,0.001 



5%, 95% 

0.531. 1.758 

0.001.0.001 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

J 0.0016 

MEAN, GEO MEAN 

1.159,1.051 

0.001,0.001 



SD, SE 

0.5419,0.2212 

0.0004,0.0001 



MEDIAN 

1454 

0001 



MIN. MAX 

0.581, 1.932 

0.001.0.002 



5%, 95% 

0.581, 1.932 

0,001,0.002 



s P-value from Wilcox on rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of tile quantification (c.g., '<1.234' will be used as ‘1.234') for tbe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437774 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokeis and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 139 of 264) 


Biomarken Cotiume ((umol/mg CreatinineVcigarette per day) Analytical Lab: INB1FO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week I 

N 

6 


MEAN, GEO MEAN 

0,371.0.326 


SD,SE 

0.1949,0.0796 


MEDIAN 

0339 


MIN, MAX 

0.147,0.612 


5%, 95% 

0.147,0.612 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0,574,0.4SB 


SD, SE 

0.3286,0.1342 


MEDIAN 

0.594 


MIN, MAX 

0.212,1.066 


5%, 55% 

0.212,1.066 


it of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

0.726,0.553 


SD, SE 

0.5784,0.2587 


MEDIAN 

0.624 


MrN, MAX 

0.168, 1.663 


5%, 95% 

0.168, 1.663 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

6 


MEAN, GEO MEAN 

0.529,0.447 


SD, SE 

0.3063,0.1250 


MEDIAN 

(1.529 


MIN, MAX 

0,176,0.994 


5%, 95% 

0.176,0.994 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437775 


RSR 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bi omarkers of Exposure by Timepoint and Overall 

(Page 140 of 264) 


Biomarker: Cotinlne ((UE/mB Creatininel/cisareue per day) 

Analytical Lab: TNBIFO 



ThnepoLnt 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

if of BJ-Q/ALQ Values 

6 

0.055,0.057 

0.0345,0.0141 

0.060 

0.026,0.108 

0.026,0,108 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

6 

0.101,0.086 

0.0581,0.0237 

0.105 

0.037,0.188 

0.037,0.188 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

If of BLQ/ALQ Values 

5 

0.128,0.098 

0.1018,0.0455 

0.110 

0.030,0.293 

0.030,0/193 

0/0. 


NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

6 

0.093,0.079 

0,0540,0.0220 

0.094 

0.031,0.175 

0.031,0.175 


NA 

NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for die corresponding week. 
a P-value from Wilcoxou rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as 
of the quantification (c.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

the BLQ/ALQ values were converted to the limit 


! 
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PM3006437776 


RSR 

Protocol No. PM-S450 

Covance CRU Study No. 12226-84-50 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Titnepoint and Overall 

(Page 141 of264) 


Bioniarker; Cotirtine (nrnnl/l.) _ Analytical Lab: INBIFO 


'Jimepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

7 

0.0921 

MEAN, GEO MEAN 

3138.7,4383.0 

5.6,4.1 



SD.SE 

3563.54,1454.81 

6.73,2.54 



MEDIAN 

4048.8 

3,1 



MIN, MAX 

2279.S, 12007.9 

3.1,20.9 



5%, 95% 

2279.8, 12007.9 

3.1,20.9 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0008 

MEAN. GEO MEAN 

5341.9.4848.5 

3.1,3.1 



SD, SE 

2622.04, 1070.44 

0.00,0.00 



MEDIAN 

4597,2 

3.1 



MIN, MAX 

2527.5,9702.2 

3.1,3.1 



5%, 95% 

2527.5,9702.2 

3.1,3.1 


# Of BLQ/ALQ Values 

0/0 

R/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

4021.5,3476.2 

3.1,3.1 



SD, SE 

2413.87, 1079.52 

0.00,0.00 



MEDIAN 

30S7.7 

3.1 



MIN, MAX 

1520.8, 7780.3 

3.1, 3.1 



5%, 95% 

1520.8,7780.3 

3.1.3.1 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

0.0012 

MEAN, GEO MEAN 

4959.3,4381.0 

3.8,3.5 



SD, SE 

2782.63, 1136.00 

2.09, 0.74 



MEDIAN 

4206.5 

1.1 



MIN. MAX 

2109.4.9830.1 

3.1, 9.0 



5%, 95% 

2109.4,9830.1 

32,9.0 



* p-valtte from Wifcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g„ ’<1.234’ will be uscda3 ’1.2345 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437777 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-S450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikers of Exposure by Timepoint and Overall 

(Page 142 of264) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 2 

Week 1 

N 

6 

7 

(1.0021 

MEAN, GEO MEAN 

905.4,772.3 

1.0,0.7 



SD,SE 

627.91,256.34 

1.21,0.46 



MEDIAN 

713.4 

0.5 



MIN, MAX 

41)1.7, 2115.8 

0.5,3.7 



5%, 95% 

401.7,2115.8 

0.5,3.7 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

941.2,854.3 

0.5,0.5 



SD,SE 

462.01,188.61 

0.00,0.00 



MEDIAN 

810.0 

0.5 



MIN, MAX 

445.3,1709.5 

0.5, 0.5 



5%, 95% 

445.3, 1709.5 

0.5,0.5 


# of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

708.6,612.5 

0.5,0.5 



SD, SE 

425.31, 190.20 

0.00,0.00 



MEDIAN 

544,1 

0.5 



MIN, MAX 

268.0, 1370.9 

0.5,0.5 



5%, 95% 

268.0, 1370.9 

0.5.0.5 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

6 

8 

0.0012 

MEAN, GEO MEAN 

873,9, 771.9 

0.6,0.6 



SD, SE 

490.31,200.17 

039,0.14 



MEDIAN 

741.2 

03 



MIN, MAX 

371.7.1732.1 

0.5, 1.6 



5%, 95% 

371.7, 1732.1 

0.5,1.6 



° P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits witliiu a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<! .234’ will be used as ’1,2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437778 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 


Biomaiken Cotinine ({amol/LVcieareUe per day) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine BiomaTkers of Exposure by Timepoint and Overall 

(Page 143 of 2641 

Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

349.2,266.8 




SD. SE 

330.59,135.00 




MEDIAN 

202.2 




MIN, MAX 

144.2,1000.7 




5%, 95% 

144.2, 1000.7 



# ofBLQ/ALQ Values 

0/0 



Week 7. 

N 

6 


NA 

MEAN, GEO MEAN 

445.7,367.5 




SD, SE 

306.85,125.27- 




MEDIAN 

303.7 




MIN, MAX 

176.9, 882.0 




5%, 95% 

176.9, 882.0 



ft of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN. GEO MEAN 

405.0,318.2 




SD, SE 

303.96,135.93 




MEDIAN 

253.5 




MIN, MAX 

154.4, 809.9 




5%, 95% 

154.4, 809.9 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

6 


NA 

MEAN, GEO MEAN 

393.9,330.4 




SD, SE 

265.41,108.35 




MEDIAN 

205.7 




MIN, MAX 

167.7., 843 7 




S%, 95% 

167.2,843.7 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of die weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by fiisl averaging lire results acioss visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {c.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437779 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 144 of254) 


Biomaiker: Cotinine flng/mLI/ciRarette per day) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 


NA 

MF.AN.OEO MEAN 

61.5,47.0 




SD.SE 

58.26,23.78 




MEDIAN 

35.7 




MIN, MAX 

25.4.176.3 




5%, 95% 

25.4,176.3 



U of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN. GEO MEAN 

78.5,64.7 




SD.SE 

54.07,22.07 




MEDIAN 

53.5 




min, max 

31.2,155.4 




5%, 95% 

31.2,155.4 



it of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

71.4,56.1 




SD.SE 

53.54,23.94 




MEDIAN 

44.7 




MIN, MAX 

27.2,142.7 




5%, 95% 

27.2,142.7 



# of BLQ/ALQ Values 

0/9, 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

69.4,58.2 




SD, SE 

46.72,19.07 




MEDIAN 

52.2 




MIN, MAX 

29.5, 148.6 




5%, 95% 

29.5,148.6 




NOTE: Values listed were normalized by taking tlie original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wileoxcm rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234'will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437780 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour l/riae Biamerkeis of Exposure by Timepoiitt and Overall 

(Page 145 of264) 


Biomarker. CoTinine-N-gJucuronide i / iuncil/24frr) 

Analytical Cab: INBlFO 



Tiroenoint 

Staiistic 

Smokers 

NOTV-Sirvokers 

P-value® 

Week-1 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

13422.559,9233.(75 

17.266,16.074 



SI), SE 

8208,4751,3351.0963 

7.0S48,3.159S 



MEDIAN 

12610.540 

16.1 IS 



MIN, MAX 

797.096,24184.869 

9.480, 25.343 



5%. 95% 

797.096,24184,869 

9.480,25.343 


# of BLQ/ALQ Values 

0/0 

5/0 


Week 2 

N 

5 

7 

0.0034 

MEAN, GEO MEAN 

13285,550,10994917 

18.424.17,167 



SD.SK 

6499,2379,2653.3027 

6,8053,2.5722 



MEDIAN 

14471.774 

21.725 



MIN, MAX 

2320.420, ! 0683.264 

8216,26,860 



5%, 95% 

2320,420,19683.764 

8.216.26.860 


SofBLQ/ALQVata* 

0/0 

m 


Week3 

N 

5 

6 

0.0081 

MEAN, GEO MEAN 

11027.932,5237.609 

14.976, 14.454 



SD, SB 

7390.1613, 3304.9806 

4.5130. 1.8424 



MEDIAN 

12845.SOS 

14.536 



MIN, MAX 

339.066.19365.855 

9.954,22.910 



5%, 95% 

339.066, (9365.855 

9.954,22.910 


# of BLQ/ALQ Values 

070 

670 


Overall’ 

N 

6 

8 

0.0024 

MEAN. CEO MEAN 

12803.241,9518.732 

17.115,16.315 



SD,SE 

7083.9S76.2S92.025S 

5.3727,1.8995 



MEDIAN 

13680.040 

16.980 



MIN, MAX 

1152.194,21077,996 

9.217,24.028 



5%, 95% 

1152.194,21077.996 

9.217, 24.028 



‘ P-value from Wileoxon rank-sum test. 

* Overall values calculated by first averaging the results across visit? within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ/Al-Q values does not apply as the BLQ/ALQ values were converted to the Un it 
of the quantification (e.g., ’<1 434’wii! he used as ’1.234’) tortile averages across visits within a subject thus eliminating all Bf.Q/ALQ values for the overall statistics. 
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PM3006437781 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokets of 24-Hour Urine Biomarkers of Exposure by Timepnint and Overall 

(Page 146 of264) 

Biuiuarkcn Cntiniiis-M-uluuiroiiicc ffmnol/24hryciearene per day) Analytical Lab: INBIFO 

Timepoint 

Statistic 

Smokeis 

Non-Smokers 

R-value" 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

748.939, 561.959 




SD.SE 

646.9264,264,1066 




MEDIAN 

588.578 




MIN, MAX 

132.849,2015.406 




544, 95% 

132.849,2015.406 



if of BLQ/ALQ Values 

0/0 



Week 2 

N 

fi 


NA 

MEAN, GEO MEAN 

1185202, 833 207 




SD, SE 

1099.5289,448.8805 




MEDIAN 

723.589 




MIN, MAX 

232.042,3148.998 



1 

5%, 95% 

232.042,3148.99S 



I # of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

1052.329, 571,033 



1 

SD, SE 

10132672,453.1469 




MEDIAN 

642.280 




MIN, MAX 

56.511,2541.121 




5%, 95% 

56.511,2541.121 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

6 


NA 

MEAN, GEO MEAN 

976.310,695.682 




SD.SE 

786.1268, 320.9349 




MEDIAN 

660.795 




MIN, MAX 

140.467, 2099.895 




5%, 95% 

140.467,2099,895 




NOTE: Values listed were normalized by taking the original brottinrfccr and dividing it by Ihe number of cigarettes fount! in question 4 ofthe weekly survey for the corresponding week, 

3 P-value from Wile ox on rank-sum test. 

' Overall values calculated by first averaging tlw results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lothe limit 
of the quantification (e.g., '<} .234* will be used as '3.234*1 for the averages acmss visits within a subject tbits eliminating a ft BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 543 Of] 5260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437782 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 147 of 264) 


Biornarker: Cotinme-N-Elucuronide tnmoPmg Creatinine) Analytical Lab: INB1FO 


Tijnepolnt 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

6 

5 

0.0080 

MEAN, GEO MEAN 

9.727, 6.689 

0.013,0.012 



SD, SE 

6.1408,2.5070 

0.0070,0.0031 



MEDIAN 

10.503 

0.012 



MIN, MAX 

0.656,16.992 

0.007.0.025 



5%, 95% 

0.656,16.992 

0.007,0.025 


# of BLQ/ALQ Values 

0/0 

5/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

10.292,8.664 

0.013,0.01) 



SD, SE 

5.4364,2.2194 

0.0079, 0.0030 



MEDIAN 

11.178 

0.010 



MIN, MAX 

2,423,17.741 

0.005,0.028 



5%, 95% 

2423,17.741 

0.005.0.028 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

6 

0,0078 

MEAN, GEO MEAN 

9.621,6.094 

0.013,0013 



SD, SE 

6.5401, 2.9275 

0.0037, 0.0015 



MEDIAN 

12.366 

0.015 



MIN, MAX 

0.605,15.637 

0.008. 0.016 



5%, 95% 

0.605,15.637 

0.008, 0.016 


# of BLQ/ALQ Values 

0/0 

6/0 


Overall* 

N 

6 

8 

0.0024 

MEAN, GEO mean 

9.857, 7.519 

0.014, 0.013 



SD, SE 

5.7580,2.3507 

0.0055, 0.0019 



MEDIAN 

11.042 

0.013 



MIN, MAX 

1.228,16.790 

0.007, 0.022 



5%, 95% 

1.228,16.790 

0.007,0.022 



3 p-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the Unfit 
oflhe quantification (e.g., ’< 1 ,234’will be used as T .234(1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437783 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Tiniepouit and Overall 

(Page !48 of264) 

Biomarlcer: Cotinine-N-glucuronide ((nmol/mg Creatinjneycigarctte per day) _ Analytical Lab: INBIFO _ 

Timepoint _St atistic _ Smokers _ Non-Smokers ___ P-value* 


Week 1 

N 

6 


MF.AN, GEO MEAN 

0.543,0.407 


SD.SE 

0.4628,0.1889 


MEDIAN 

0.392 


MIN, MAX 

0.109,1.416 


5%, 95% 

0.109, 1.416 


ft of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0.888,0.656 


SD,SE 

0.7346,0.2999 


MEDIAN 

0.592 


MIN, MAX 

0.242, 1.993 


5%, 95% 

0.242, 1.993 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

0.945,0.558 


SD, SE 

0.9479,0.4239 


MEDIAN 

0,618 


MIN, MAX 

0.101, 2.427 


5%, 95% 

0.101,2427 


# of BLQ/ALQ Va lues 

0/0 

Overall* 

N 

6 


MEAN, OEO MEAN 

0.764, 0.553 


SD, SE 

0.6189, 0.2527 


MEDIAN 

0.539 


MIN, MAX 

0.151. 1.618 


5%, 95% 

0.151, 1.618 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
s P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<1.234* will be used as T .234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fertile overall statistics. 
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PM3006437784 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14J2.1-2 


Biomarker; Cotmine-N-Rlucuronide (nmol/L) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hoar Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 149 of 264) 

Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week l 

N 

6 

5 

0.0055 

MEAN, GEO MEAN 

9217.7,5485.6 

7.9,7.9 



SD, SE 

9594.01,3916.74 

0.00,0.00 



MEDIAN 

7145.9 

7.9 



MIN, MAX 

586.1,27798.7 

7.9,7.9 



5%, 95% 

586.1,27798.7 

7.9,7.9 


ft of BLQ/ALQ Values 

0/0 

5/0 


Week 2 

N 

6 

7 

0.0015 

MEAN. GEO MEAN 

9311.5,6525.5 

7.9,7.9 



SD, SE 

7584.50,3096.36 

0.00,0.00 



MEDIAN 

6886.9 

7.9 



MIN, MAX 

1282.0,21164.8 

7.9,7.9 



5%, 95% 

1282.0,21164.8 

7.9,7.9 


it of BLQ/ALQ Values 

o/n 

7/0 


Week 3 

N 

5 

6 

0.0039 

MEAN. GEO MEAN 

5950.2,3511.4 

7.9,7.9 



SD, SE 

4438.14,1984.80 

0.00,0.00 



MEDIAN 

5243,1 

7.9 



MIN, MAX 

245.7, 12494.1 

7.9,7.9 



5%, 95% 

245.7. 12494.1 

7.9,7.9 


fi of BLQ/ALQ Values 

0/0. 

6/0 


Overall* 

N 

6 

8 

0,0008 

MEAN, GEO MEAN 

8503.8,5651.7 

7.9,7.9 



SD, SE 

7002.82, 2858.89 

0,00,0.00 



MEDIAN 

6639.0 

7.9 



MIN, MAX 

704.6, 20485.9 

7.9,7.9 



5%, 95% 

704.6, 20485.9 

IS,IS 



" P-value from WUcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits witliiit a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e ,g., '<1,234’will be used as 132345 for the overages across visits within a subject thus eliminating all BLQ/ALQ values for (he overall statistics. 


Final Draft: 25 March 2003 


Page 546 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 




PM3006437785 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table ld.J2.l-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 150 of264) 

Biomarker: Cotimne-N-ducuronide<(nmol/L)/cigare)te per day) Analytical Lab: 1NB1FO 

Timepoint 

Statistic 

Smokers 

Nun-Siuukeis 

P-value 8 

Week I 

N 

6 


NA 

MEAN, GEO MEAN 

595.8,333.9 




SD.SE 

B49.24,346.70 




MEDIAN 

293.4 




MIN, MAX 

97.7,2316.6 




5%, 95% 

97.7,2316.6 



ff of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

791.5,494.5 




SD.SE 

749,41,305.95 




MEDIAN 

510.7 




MIN, MAX 

128.2,1924.1 




5%, 95% 

128.2, 1924.1 



ft of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

557.2,321.5 




SD.SE 

516.34,230.92 




MEDIAN 

262.2 




MIN, MAX 

41,0, US!.9 




5%. 95% 

41.0, 1181.9 



t of BLQ/ALQ Values 

0/0 



Overall" 

N 

6 


NA 

MEAN, GEO MEAN 

649.3,419.5 




SD.SE 

626.04,256.40 




MEDIAN 

430.3 




MIN, MAX 

89.0. 1760.6 




5%, 95% 

89.0, 1760.6 




NOTE: Values listed were normalized by taking tlie original biomarker and dividing il by the number of cigarettes found in question 4 of Hie weekly survey for the corresponding week. 

“ p-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging lire results across visits within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V:] .234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437786 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



I 


Table 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokera of 24-Hour Urine Riomarkers of Exposure by Timepoint and Overall 

(Page 151 of264) 


Biomarker: NNAL (pg/24hr) _ Analytical Lab: 1NBIFQ 


Timepoint 

Statistic 



Smokers 


Non-Smokers 

P-value* 

Week1 

N 



4 


7 

0.0107 

MEAN, GEO MEAN 



149728.625,135488.373 


17892.457, 15800.916 



SD.SE 



67405.5472,33702.7736 


9736.3366,3679.9893 



MEDIAN 



159918.500 


12688.000 



MIN, MAX 



62452.500,216625000 


8112.000,33363.200 



5%, 95% 



62452.500,216(525.000 


8112.000,33363.200 


It of BLQ/ALQ Values 



0/0 


7/0 


Week 3 

N 



4 


7 

0.0106 

MEAN, GEO MEAN 



197474.000,185687.328 


20190.857,18701256 



SD,SE 



75490.3263,37745.1631 


7792.0061,2945.1015 



MEDIAN 



197263.000 


21320.001) 



MIN, MAX 



105754.000,289616.000 


7800-000,33280.000 



5%, 95% 



105754.000,289616.000 


7800.000, 33280.000 


#nf R1.Q/AI..Q Vahtes 



0/0 


7/0 


Overall’ 

N 



4 


7 

0.0107 

MEAN, GEO MEAN 



173601.313,151533.445 


19041.657,17423.551 



SD, SB 



67681.6128,33840.8064 


8398.6587,3174.3946 



MEDIAN 



186319.000 


17160.000 



MIN, MAX 



84103.250,237664.000 


7956.000,33321.600 



5%, 95% 



84103.250.237664.000 


7956.000.33321.600 



s ?-value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<.1.234’will be used as ‘l .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437787 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.?.. 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 152 of264) 


Biomaikcr: NNAL |pmol/24hr) Analytical lab: INBll'O 


Timepoint 

Statistic 

Smokers 

Noii-Smokera 

P-value* 

Week 1 

N 

4 

7 

0.0107 

MEAN. GEO MEAN 

715.703.647.635 

85.526,75.528 



SD, SE 

322.1986,161.0993 

46.5396,17.5903 



MEDIAN 

764.411 

60.649 



MIN, MAX 

298.523, 1035.468 

38.775, 159.476 



5%, 95% 

298.523, 1035.46S 

38.775, 159.476 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0106 

MEAN, GEO MEAN 

943.926,887.585 

96.512,89.392 



SD,$E 

360.8436,180.4218 

37.2457,14.0776 



MEDIAN 

942,918 

101.910 



MIN, MAX 

505.504, 1384.364 

37.284, 159.078 



5%, 95% 

505.504, 1384.364 

37.284,159.078 


# of BT.Q/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

829.815,772.130 

91.019,83.285 



SD, SE 

323.5181, 161.7590 

40.1454,15.1735 



MEDIAN 

890.606 

82.025 



MIN, MAX 

402.014, 1136.034 

38.030, 159.277 



5%. 95% 

402.014,1136.034 

38.030, 159.277 



1 P-value from Wiicoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as T .2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437788 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 153 of 264) 


Bioma±er: NNAL ((ps/24hr)/ciearette per day) Analytical Lab: INBIFO ______ 

Timepoint _ Statistic _ Smokers __ Non-Smokers __ P-value* 


Week 1 

N 

4 


MEAN, GEO MEAN 

10190.435,8614.184 


SD.SE 

6353.7672,3176.8836 


MEDIAN 

9360.478 


MIN, MAX 

3469.583,18571.200 


5%, 95% 

3469.583, 18571.200 


tt of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN, GEO MEAN 

12847.485,11279.740 


SD, SB 

7864.4053,3932.2027 


MEDIAN 

10690.025 


MIN, MAX 

5875.222,24134.667 


5%, 95% 

5875.222,24134.667 


# of BLQ/ALQ Values 

0/0 

Overall" 

N 

4 


MEAN, GEO MEAN 

11518.960,9998.806 


SD, SE 

7040.1168,3520.0584 


MEDIAN 

10025.252 


MIN, MAX 

4672.403.21352.934 


5%, 95% 

4672.403,21352.934 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by die number of cigarettes found in question 4 of the weekly survey for die corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., Vi .234' will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-glue data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437789 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkers of Exposure by Timepoini and Overall 

{Page 154 of 264} 


Biomarlter: NNAL ((pmol/24hrycigarette per day) Analytical Lab: INB1FO ___ 

Timepoint_ Statistic ____ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

4 

NA 


MEAN. GEO MEAN 

48.710,41.176 



SD.SE 

30.3707,15.1853 



MEDIAN 

44,743 



MIN, MAX 

16.585,88.770 



5%, 95% 

16585, 88.770 



# of BLQ/ALQ Values 

0/0 


WeekS 

N 

4 

NA 


MEAN, GEO MEAN 

01.411,53.917 



SD, SE 

37.5918,18.7959 



MEDIAN 

51.099 



MIN, MAX 

28.084, 115.364 



5%, 95% 

28.084,115.364 



# of BLQ/ALQ Values 

0/0 


Overall' 

N 

4 

NA 


MEAN, GEO MEAN 

55.061,47.795 



SD.SE 

33.6514,16.8257 



MEDIAN 

47.921 



MIN, MAX 

22.335,102.067 



5%, 95% 

22.335, 102.067 



NOTE: Values listed were normalized by taking the original blomarker and dividing It by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculatedby first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’ will be used as 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437790 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between SmokeTS and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 155 of 264) 


Biomarker: NNAL (pa/tna Creatinine) 

Analytical Lab: 1NBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

4 

7 

0.0182 

MEAN, GEO MEAN 

130.848,94.734 

14.314, 10.611 



SD.SE 

H4.7662.57.3831 

11.6080. 4.3874 



MEDIAN 

101.297 

7.542 



MIN, MAX 

29.054,291.743 

3.645,32.298 



5%, 95% 

29.054,291.743 

3.645, 32.298 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

133.676,117.583 

18.213,13.362 



SD.SE 

77.0160,38.5080 

16.3222,6.1692 



MEDIAN 

119.442 

14,286 



MIN, MAX 

58.056,237,764 

3.741,52.000 



5%, 95% 

58.056,237.764 

3.741,52.000 


ft of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

132.262,107.556 

16.264, 12.155 



SD, SE 

95.8013,47.9007 

13/2303,5,0006 



MEDIAN 

110.370 

10.509 



MIN, MAX 

43.555.264.754 

3.693, 39.941 



5%, 95% 

43.555, 264.754 

3.693,39.941 



3 P-value from Wilccxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< 1,234’will be used as ’1.234’) for the averages across visits within a subject thus elimi nating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAT .-glue data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437791 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepotnl and Overall 

(fage 156 of264j 


Bionrnrker: NNAL (pmol/mu Creatinine) _ Analytical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

4 

7 

0.0182 

MEAN, GEO MEAN 

0.626,0.453 

0.068,0.050 



SD.SE 

0.5487,0.2743 

0.0555,0.0210 



MEDIAN 

0.485 

0.036 



MIN, MAX 

0.139, 1395 

0.017,0.154 



5%, 95% 

0.139, 1,395 

0.017,0.154 


ft of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

0.639, 0.562 

0.087,0.064 



SD, SE 

03682, 0.1841 

0.0782,0.0296 



MEDIAN 

0.571 

0.068 



MIN, MAX 

0.278, 1.137 

0.018,0.249 



5%, 95% 

0.278,1.137 

0.018. 0.249 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

7 

0,0107 

MEAN, GEO MEAN 

0.633,0.515 

0.078,0.058 



SD, SE 

0.4579, 0.2289 

0.0033,0.0239 



MEDIAN 

0.528 

0.050 



MIN, MAX 

0.209.1.266 

n 018,0 191 



5%, 95% 

0209, 1.266 

0.018,0.191 


P-value from Wilcoxon rank-sum test. 


■ Overall values calculated by first averaging tie results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g„ ’<1.234’wil[ be used as T.234 1 ) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


Final Draft: 25 March 2003 


Page 553 ofl 5260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 






PM3006437792 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 157 of264) 


Bioinarker: NNAL ((pg/mg CreatinineVcigarette perdavl Analytical Lab: INB1FO _______ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-valnc* 


Week 1 

N 

4 


MEAN. GEO MEAN 

10.392.6.023 


SD,SE 

12.6764,63382 


MEDIAN 

5.390 


MIN, MAX 

1.614,29.174 


5%, 95% 

1.614, 29.174 


H of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN, GEO MEAN 

8.964,7.143 


SD.SE 

7.4027, 3.7014 


MEDIAN 

6.409 


MIN, MAX 

3.225, 19.814 


5%, 05% 

3.225, 19.814 


# of BLQ/ALQ Values 

0/0 

Overall' 

N 

4 


MEAN, GEO MEAN 

9.679,6.707 


SD,SE 

10.0346,5.0173 


MEDIAN 

5.900 


MIN, MAX 

2.420,24.494 


5%. 95% 

2.420,24.494 


NOTE: Values listed were normalized by taking tile Original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits willilu u subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1 .234’will be used as ’J.234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437793 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Stai istical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 158 of264) 


Biomaifcer NNAL f(pmoi/nig CreatiiiineVcigarette per day) Analytical Lab: INB1FO _ _ 

Timepoint _ Statistic _ Smokers __._ Nou-Sinokers _ P-value” 


Week 1 

N 

4 


MEAN, GEO MEAN 

0.050,0.029 


SD.SE 

0.0607,0.0304 


MEDIAN 

0.026 


MIN, MAX 

0.008,0.140 


5%, 95% 

0.008,0.140 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

4 


MEAN. GEO MEAN 

0,043,0.034 


SD,SE 

0,0356,0.0178 


MEDIAN 

0.031 


MIN, MAX 

0.015,0.095 


5%, 95% 

0.015,0.095 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

4 


MEAN, GEO MEAN 

0.047,0.033 


SD, SE 

0.0482,0.0241 


MEDIAN 

0.029 


MIN, MAX 

0.012,0.118 


5%, 95% 

0.012,0.118 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by die number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.2/4'wi]] be used as 7,234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437794 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


I ) 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bioitiarkere of Exposure by Thnepoint and Overall 

(Page 159 of 254) 


Biomarker NNAL fpe/mL )_Analytical Lab: 1NBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vafue 3 

Week 1 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

122.S, 1185 

10.4,10.4 



SD, SE 

38.17,19.08 

0.00,0.00 



MEDIAN 

117.3 

10.4 



MIN, MAX 

83.3, 173.3 

10.4,10.4 



5%, 95% 

83.3, 173.3 

10.4. 10.4 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

153.7, 127.2 

10.4,10.4 



SD, SE 

98.56,49.33 

n.no, o.ni) 



MEDIAN 

142.5 

10.4 



MIN, MAX 

46.0,283.7 

10.4,10.4 



5%, 95% 

46.0.283.7 

10.4,10.4 


ff of BLQ/ALQ Values 

0/0 

7/0 


Overall" 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

138.2,125.4 

10.4. 10.4 



SD, Sfi 

68.33,34.15 

0.00,0.00 



MEDrAN 

129.9 

10.4 



MIN, MAX 

64.7,228.5 

10.4,10.4 



5%, 95% 

64.7, 228.5 

10.4,10.4 



" P-value from Wilcmon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, tlten calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will he used as T.234j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL andNNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437795 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bio markers of Exposure by Timepoint and Overall 

(Page 160 of 264) 


Biomarker: NNAL fpinol/LI_ Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Smokers 

Nan-Smokers 

P-value" 

Week 1 

N 

4 

7 

0.0031 

MEAN. GEO MEAN 

586.9,566.3 

49.7,49.7 



SD.SE 

182.44,91.22 

0.00,0.00 



MEDIAN 

560.5 

49.7 



MIN, MAX 

398.2, 828.4 

49.7,49.7 



5%, 35% 

398-2, 828.4 

49.7,49.7 


it of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

734.5, 608.1 

49.7,49.7 



SD.SE 

471.57,235.79 

0.00,0.00 



MEDIAN 

m.Q 

49.7 



MIN, MAX 

219.9, 1356.1 

49.7,49.7 



5%, 95% 

219.9, 1356.1 

49.7,49.7 


£ of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

660.7,599.2 

49.7.49.7 



SD.SE 

326.69, 163.35 

0.00,0.00 



MEDIAN 

620.7 

49.7 



MIN, MAX 

309.1, 1092.3 

49.7,49.7 



5%, 95% 

309.1,1092.3 

49.7,49.7 



* P-value from Wilcoxon rattk-sum test. 

' Overall values calculated by first averaging the results across visits witliin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as ’1234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbr the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437796 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14J2.1-2 

Statistical Comparison Between Smokers and Non-Sntokets of 24-Hour Urine Biomarkers of Exposure hy Timepnint and Overall 

(Page 161 of 264) 


Biomatker: NNAL ((ps/mi-ydgarette per day) Analytical Lab: INBIFO _____ 

Timepoinf Statistic _ Smokers _ Non-Smokers 


P-value" 


Week 1 N 4 

MEAN, GEO MEAN 8.1,7.5 

SD, SE 3.51,1.76 

MEDIAN 7.5 

MIN, MAX 4.6,12.7 

5%, 95% 4.6,12.7 

# of BI.Q/A1X5 Values 0/0 

Week 3 N 4 

MEAN, GEO MEAN 9.4, 7.8 

SD, SE 5.37,2.69 

MEDIAN 10.3 

MIN, MAX 2.6, L4.2 

5%, 95% 2.6, 14.2 

# of BLQ/ALQ Values 0/0 

Overall* N 4 

MEAN, GEO MEAN 8.7, 7.8 

SD, SE 4.27,2.14 

MEDIAN 9.2 

MIN, MAX 3.6,12.9 

5%, 95% 3.6,12.9 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking Ute original biomarker and dividing it by the number of cigarettes found in question 4 of tile weekly survey for the corresponding week. ~ 

' P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as site BLQ/ALQ values were converted to tile limit 
of the quantification (e.g., •<] ,234’will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437797 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 162 of 2(54) 

Biomaiken NN AL (ipmoi/U/cif'arttte per day) Analytical Lab: 1NBIFQ _________ 


Timepoint _ Statistic _ Smokers _ Non-Smokers _____ P-value" 


Week 1 N 

4 

NA 

MEAN, GEO MEAN 

38.6,36.0 


SD,SE 

16.77,8.38 


MEDIAN 

35.8 


MIN, MAX 

22.1, 60.8 


5%, 95% 

22.1,60,8 


# of BLQ/ALQ Values 

0/0 


Week 3 N 

4 

NA 

MEAN, GEO MEAN 

44.7,36.9 


SD, SE 

25.76, 12.88 


MEDIAN 

49.3 


MIN, MAX 

12.2,67.8 


5%, 95% 

12,2,67.8 


# of BLQ/ALQ Values 

0/0 


Overall" N 

4 

NA 

MEAN, GEO MEAN 

41.7,37.2 


SD, SE 

20.37, 10.18 


MEDIAN 

43.9 


MIN, MAX 

17.2,61.8 


5%, 95% 

17.2,61.8 



NOTE: Values listed were normalized by taking tbe original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week* 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by fhst averaging (be results acioss visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’will be used as ’1.234’) forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437798 



RSR 

Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Mon-Smokers of 24-Hour Urine Biontarkers of Exposure by Timepoint and Overall 

(Page 163 of 264) 

Biouiarkcr: NNAL plus NNAl.-pluc (pp/24hr) Analytical Lab: INBIFQ ___ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-valuej 


Week 1 

N 

4 

7 

0.0107 


MEAN. GEO MEAN 

549554.500,462813.558 

17892.457, 15800.916 



SD, SE 

293611.7770, 146805.8885 

9736.3366,3679.9893 



MEDIAN 

604996.500 

12688.000 



MIN, MAX 

152850.000,835375.000 

8112.000, 33363.200 



3%, 95% 

152850.000,835375.000 

8112.000, 33363.200 



# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0084 


MEAN, GEO MEAN 

585318.250, S69775.116 

23637.250,21026.754 



SD, SE 

157681.1304,78840.5652 

12126.9421,4287.5215 



MEDIAN 

56 6380.500 

21580.000 



MIN, MAX 

413080.000,795432.000 

7800.000,47762.000 



5%, 95% 

413080.000,795432.000 

7800.000,47762.000 



U of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

4 

8 

0.0085 


MEAN, GEO MEAN 

567436.375,535070.239 

22631.700, 19764.230 



SD, SE 

191729.1352, 95864.5676 

12789.3686,4521.7246 



MEDIAN 

644308.500 

19552.000 



MIN, MAX 

282965.000,698163.500 

7956.000.47762.000 



5%, 95% 

282965.000,698163.500 

7956.000,47762.000 



* P-va)ue from Wllcoxon rank-stun test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values dues not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1234’willbc used as‘1.234'} fur the averages across visits wilhin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437799 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Biomaricen NMAL plusNNAL-gluc (pmol/24hrj 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 164 of264) 

Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value” 

Week I 

N 

4 

7 

0.0107 

MFAN, GEO MEAN 

2626.871,2212.249 

85.526,75.528 



SD. SE 

1403.4645,701.7323 

46.5396,17.5903 



MEDIAN 

2891.884 

60.649 



MIN, MAX 

730.623,3993.093 

38.775,159.476 



5%. 95% 

730623, 3993.093 

38.775,159.476 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0084 

MEAN, GEO MEAN 

2797.821,2723.525 

112.986,100.508 



SD, SE 

753.7159,376.8580 

57.9667,20.4943 



MEDIAN 

27U7.299 

103.153 



MIN, MAX 

1974,522, 3802.165 

37.284,228.302 



5%, 95% 

1974.522,3802.165 

37.284, 228,302 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall" 

N 

4 

8 

0.0085 

MEAN, GEO MEAN 

2712.346, 2557.636 

108.180,94.473 



SD, SE 

916.4653, 458.2327 

61.1329,21.6138 



MEDIAN 

3079.795 

93.459 



MTN, MAX 

1352.573,3337.222 

38.030,228.302 



5%, 95% 

1352.573, 3337222 

38.030.228.302 



" P-value from Wilcoxon rank-sum test 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<[.234’will be used as '1.2340 for the averages across visits wicliiii a subjecl thus eliminating all BLQ/ALQ values ftrr tile overall statistics. 


NOTE: The NNAL andNNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437800 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 165 of 264) 


Biomaiker. NNAL plus NNAL-gluc ((pg/24hr)/cifiarette per day) _ Analytical Lab: INBIFO _ 

Timepoint Statistic _ Smokers _ Non-Smokers _ P-value" 


Week 1 

N 

4 

NA 


MEAN, GEO MEAN 

36071.731,29425.119 



SD,5E 

19984.6413,9992.3206 



MEDIAN 

41741.728 



MIN, MAX 

8491.667,52311.800 



3%, 95% 

8491.667,52311.800 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

4 

NA 


MEAN, GEO MEAN 

37705.629,34611.491 



SD, SE 

19492.3489,9746.1745 



MEDIAN 

30793.813 



MIN, MAX 

22948.889,66286.000 



5%, 95% 

22948.889, 66286.000 



# of BLQ/ALQ Values 

0/0 


Overall* 

N 

4 

NA 


MEAN, GEO MEAN 

36888.680, 33129.734 



SD, SE 

18231.6861,9115.8431 



MEDIAN 

36267.771 



MIN, MAX 

15720.278, 59298.900 



5%, 95% 

15720.278,59298.900 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted, to the limit 
of the quantification (e.g., ’<1.234’will be used as T.234’) for the averages across visits within a subject thus eliminating all DLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437801 


RSR 

Protocol No. PM-8450 

Covance CRU Study No, 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Tirnepornt and Overall 

(Page 166 of264) 


Biomarker: NNAL plus NNAL-r 


Analytical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 

Week. I 

N 

4 

MEAN, GEO MEAN 

172.423. 140.652 


SD,SE 

95.5266,47,7533 


MEDIAN 

199.526 


MIN, MAX 

40,590,250.050 


5%, 95% 

40.590,250.050 

# of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 

MEAN, GEO MEAN 

180.233,165.443 


SD, SE 

93.1733,46.5867 


MEDIAN 

147,195 


MIN, MAX 

109.696,316.847 


5%, 95% 

109.696,316.847 

M of BLQ/ALQ Values 

0/0 

Overall" 

N 

4 

MEAN, GEO MEAN 

176.328,158,360 


SD, SE 

87.1476,43.5738 


MEDIAN 

173.361 


MIN. MAX 

75.143,283.449 


5%, 95% 

75.143,283.449 


Non-Smokers 


P-value* 


NA 


NA 


NA 


NOTH: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-valuc from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 .234’will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for die overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437802 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


! 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biumarkers of Exposure hy Timepoint ami Overall 

(Page f 67 of 264) 


Biomarker: NNAL plus NNAL-atuc (prt/ma Creat inine) Aualylicat Lab: INBiFO 

Timepoint _Statistic_Smokers 


Non-Smokers 


P-value 1 


Week 1 

N 

4 


MEAN, GEO MEAN 

440.191,323.602 


SD, SE 

307.2453,153.6242 


MEDIAN 

433.932 


MIN, MAX 

71.110,821.789 


5%, 95% 

71.110,821.789 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN, GEO MEAN 

390.576, 360.799 


SD, SE 

186.7461.93.3730 


MEDIAN 

341.258 


MIN, MAX 

226.768, 653.021 


5%, 95% 

226.768, 653.021 


# of BLQ/ALQ Values 

0/0 

Overall" 

N 

4 


MEAN, GEO MEAN 

415.384, 358.342 


SD, SB 

242.5057, 121.2529 


MEDIAN 

387.595 


MIN, MAX 

148.939.737.405 


5%, 95% 

148.939,737.405 


7 0.0107 
14.314.10.611 

11.6080,4.3874 

7.542 

3.645,32.298 
3.645, 32.298 
7/0 

8 0.0085 
19.274, 14.570 

15.4065, 5.4470 
15.795 

3.741.52.000 
3.74), 52.000 
7/0 


8 0.0085 

17.569,13.411 
12.7926, 4.5229 
13.74! 

3.693, 39.941 
3.693.39.941 


' P-value from Wilcoxon rank-sum test. ~ ~~ --- 

' Overall values calculated byOrst averaging the tesults across visits within a subject, then calculatLim the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234 will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbr the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437803 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.3.T-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 168 of2641 

Biomarken NNAL plus NNAL-aluc (pmol/ms Creatinine! Analytical Lab: INB1FO 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week l 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

2.104,1.547 

0.068.0.050 



SD.SE 

1.4686,0.7343 

0.0555,0.0210 



MEDIAN 

2.075 

0.036 



MIN, MAX 

0.340,3.928 

0.017, D. 154 



5%, 95% 

0.340,3928 

0.017,0.154 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0085 

MEAN, GEO MEAN 

1.867,1.724 

0.092, 0.070 



SD.SE 

0.B925,0.4462 

0.0739, 0.0261 



MEDIAN 

1,631 

0.076 



MIN, MAX 

1.084,3.121 

0.018,0.249 



5%, 95% 

1.084,3.121 

0.018,0.249 


# of BT.Q/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

8 

0.0085 

MEAN, GEO MEAN 

1986,1.713 

0.084. 0.064 



SD, SE 

1.1592,0.5796 

0.0512,0.0217 



MEDIAN 

1.853 

0.066 



MIN, MAX 

0.712,3.525 

0.018,0.191 



5%, 95% 

0.712,3,525 

0.018,0.191 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.234’ will be used as ‘S .234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437804 


RSR 

Protocol No. PM-S450 

Covance CPU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokcts and Non-Smokers of 24-Honr Urine Biomarkers of Exposure by Timepoint and Overall 

[Page 159 of264) 


Bioinarker: NNAL plus NNAL-filuc((p.s/ffigCigatiniiieycigarene per day) Analytical Lab: 1NB1FO _ 

Time point _ Statist ic_ Smokers _____ Non-Sm okers____ P-valuc* 


Week 1 

N 

4 


MEAN. GEO MEAN 

33394,2G.S75 


SD, SE 

33.9393,16.969? 


MEDIAN 

23.723 


MIN, MAX 

3.951,82.179 


5%, 95% 

3.951,82.179 


#«f BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN. GEO MEAN 

25.939,21.917 


SB, SE 

19.1954,9.5977 


MEDIAN 

18,370 


MIN, MAX 

12.598, 54.418 


5%, 9S% 

12.598, 54.418 


# ofBLQ/Al O Values 

ora 

Overall’ 

N 

4 


MEAN, GEO MEAN 

29,607,22.351 


SD, SE 

26.4566, 13.2333 


MEDIAN 

21.047 


MIN, MAX 

8.275, 63299 


5%, 95% 

8.275, 68.299 


NOTE: Values listed were normalized by taking the original bicumrker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-vt!ue from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acmes subjects. Count c f ELQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<!. 234’ will he used as 7.234^ for the averages across viaits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437805 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepuint and Overall 

(Page 170 of 264) 


Bioirmrker: NNAL plus NNAL-gluc (fpmol/mg CreatinineVclgareuc per day) _ Analytical Lab: INBIFO 

Timepoint _ Statistic ________Smckere_ 


Non-Smokers 


Week 1 


Week 3 


Overall* 


N 

4 

MEAN, GEO MEAN 

0.150,0.099 

SD, SE 

0.1622,0.0811 

MEDIAN 

0.114 

MIN, MAX 

0.019,0.393 

5%. 95% 

0.019, 0.393 

tt of BLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

0.124,0.104 

SD, SE 

0.0918,0.0459 

MEDIAN 

0.083 

MrN, MAX 

0.050, 0.260 

5%, 95% 

0050, 0.260 

# of BLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

0.142,0.107 

SD, SE 

0.1267,0.0533 

MEDIAN 

0.101 

MIN, MAX 

0.040.0.327 

5%, 95% 

0.040,0.327 


F-value B 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the nnmber of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-valuc from Witcoxon rank-sum test. 

Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as die BLQ/ALQ values were converted to the limit 
of the quantification (e.g.,’<1.234’wiU be used as ’1.2343 for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437806 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Honr Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 17! of264j 


Biomarker: NNAL plus NNAL-gluc fps/mt) Analytical tab: INBik'O 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week I 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

445.0, 404.7 

10.4,10.4 



SD.SE 

205.33, 102.66 

0 . 00 , 0.00 



MEDIAN 

453.9 

10.4 



MIN, MAX 

203.8,6683 

10.4, (0.4 



5%, 95% 

203.8, 6683 

10.4,10.4 


n of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

R 

0.0033 

MEAN, GEO MEAN 

4443,3903 

13.7,12 2 



SE>, SB 

251.04, 125.52 

9.30,3.29 



MEDIAN 

407.0 

10.4 



MIN, MAX 

179.6,783.3 

10.4, 36.7 



5%, 95% 

179.6,783.3 

10.4,36.7 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

8 

0.0033 

MEAN, GEO MEAN 

444.6,403.5 

13.7,122 



SD, SE 

201.70, 100.85 

9.30, 3.29 



MEDIAN 

460.2 

10.4 



MJN, MAX 

191.7,666.4 

10.4,36.7 



5%. 95% 

191.7,6664 

10.4,36.7 



” P-value from Wilcoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as T 234’} fire the averages across visits within a subject thus eliminating all BLQ/ALQ values for tbe overall statistics. 


NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437807 


RSR 

Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 



Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkcns of Exposure by Timepoint and Overall 

(Page 172 of264) 


Biomarken NNAL plus NNAL-aluu (ptnol/L) 

Analytical Lab: INBIFO 



Timepoint_ 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week) 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

2127.0,1934.3 

49.7,49.7 



SD.SE 

981.45,490.73 

0.00,0.00 



MEDIAN 

2169.7 

49.7 



MIN, MAX 

974.2,3194.5 

49.7,49.7 



5%, 95«/. 

974.2,3194.5 

49.7,49.7 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0033 

MEAN, GEO MEAN 

21233,1865.7 

65.4, 58.2 



SD,SE 

1199.98, 599.99 

44.44,15.71 



MEDIAN 

1945.2 

49.7 



MIN, MAX 

858.5,37443 

49.7, 175,4 



5%, 95% 

858.5,3744 2 

49.7,175.4 


# Of BLQ/ALQ Values 

a/o 

7/0 


Overall* 

N 

4 

8 

0J3033 

MEAN, GEO MEAN 

2125.2,1928.8 

65.4, 58.2 



SD.SE 

964.06, 482-03 

44.44, 15.71 



MEDIAN 

2199.5 

49.7 



MIN, MAX 

916.4,3185.4 

49.7.175.4 



5%, 95% 

916.4,3185.4 

49.7,175.4 



“ P-value from Wilcoxan rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., VI .234'will he used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for lire overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437808 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hotir Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 173 Of 254) 


Biomatkcr: NNAL plus NNAL-gluc (lpa/mL)/ciaarette per day )_ Analytical Lab: INB1FO ________ 

Timepoint _ Statistic _______ Smokers _ Non-Smokers ____P-value 3 


Week I N 4 

MEAN, GEO MEAN 28.5,25.7 

SD, SE 12.47,5.24 

MEDIAN 31.7 

MIN, MAX 11.3,37.3 

5%, 95% 11.3,39.3 

# of BLQ/ALQ Values 0/0 

Week 3 N 4 

MEAN, GEO MEAN 26.9,23.7 

SD, SE 13.42,5.71 

MEDIAN 29.2 

MIN, MAX 10.0,37.2 

5%, 95% 10.0,37.2 

#nf BLQ/ALQ Values 0/0 

Overall' N 4 

MEAN, GEO MEAN 27.7,25.1 

SD, SE 11.53,5.77 

MEDIAN 32.2 

MIN, MAX 10.7,35.7 

5%, 95% i 0.7,35.9 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count cf BLQ/ALQ values does not appty as the BLQ/ALQ values were converted to tile limit 
of the quantification (e.g., Vtl-234'will be used as '1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437809 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2-1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 174 of 2641 

RinmarVer NNAT.nbis NN A !.-rliic ttnmol/LVciearette nerdav) Analytical Lab; INBIFO 


Statistic 

S inokers 

Non-Smokers 

P-vahie a 

Week 1 

N 

4 


NA 

MEAN, GEO MEAN 

136.2,123.0 




SD, SE 

59.64,29.82 




MEDIAN 

151.3 




MIN, MAX 

54.1,187.9 




5%, 95% 

54.1,187.9 



it of BLQ/ALQ Values 

0/0 



Week 3 

N 

4 


NA 

MEAN, GEO MEAN 

128.6,1133 




SD, SE 

64.12,32.06 




MEDIAN 

139.8 




MIN, MAX 

47.7,187.2 




5%, 95% 

47.7,187.2 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

4 


NA 

MEAN, GEO MEAN 

132,4,119.7 




SD, SE 

55.22,27.61 




MEDIAN 

153.5 




MIN, MAX 

50.9,171,8 




5%. 95% 

50.9,171.8 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-vaJue from Witcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not appty os tire BLQ/ALQ values were converted to tile limit 
of the quantification (e.g., ’< 1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437810 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14.2.1-2 


Biomaiker: NNAL-O-glucuronide (bmol/U 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

fPage 175 of264) 

Analytical Lab: INBIFO 


Tinrepomt 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

4 

7 

0.0031 

MEAN. GEO MEAN 

1540.2,1323.6 

0.0, NA 



SD.SE 

910.77,455.39 

0.00,0.00 



MEDIAN 

1451,5 

0.0 



MIN, MAX 

576.1,2681.6 

0.0, 0.0 



5%, 95% 

576.1,2681.6 

00,0.0 


HuC BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1388.9,1249.1 

0.0, NA 



SD, SE 

729.66,364.83 

0.00,0.00 



MEDIAN 

1264,3 

00 



MIN, MAX 

638.7,2388.1 

00,0.0 



5%, 95% 

638.7,2388.1 

0.0,0.0 


BLQ/ALQ Values 

0/0 

7/0 


Overall’ 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1464.5,1315.6 

0.0, NA 



SD, SE 

690.13,345.06 

0.00,0.00 



MEDIAN 

1578.8 

0.0 



MIN, MAX 

607.4, 2093.2 

00,0.0 



5%, 95% 

607.4, 2093.2 

00,0.0 



* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantifi cation (e.g., ’<1.234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for infonnational purposes only, The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437811 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokcis and Non-Smokers of 24-Hour Urine Biomarkem of Exposure by Timepoint and Overall 

(Page 176 of264) 


Biomarker NNAL-O-gluaironide ((pmol/LVcigarette per day) Analytical Lab: INBiPO 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-vaIue s 

Week 1 

N 

4 


NA 

MR AN, OFO MEAN 

97.5,84.1 




SD.SE 

52.09,26.05 




MEDIAN 

100.2 




MIN, MAX 

32.0,157.7 




5%, 95% 

32.0,157.7 



§ of BLQ/ALQ Values 

0/0 




N 

4 


NA 

MEAN. GEO MEAN 

84.0,75.9 




SD, SE 

38.36,19.18 




MEDIAN 

90.5 




MIN, MAX 

35.5,119.4 




5%, 05% 

35.5,119.4 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

4 


NA 

MEAN, GEO MEAN 

90.8,81.7 




SD, SE 

38.20,19.10 




MEDIAN 

107.4 




MIN, MAX 

33.8,114.6 




5%, 95% 

33.8,114.6 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of die weekly survey for the corresponding week. 

■ P-value from Wileoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of DLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437812 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hnur Urine Riomarkers of Exposure by Timepoint anrl Overall 

fPage 177 of 264) 


Biomarker: NNAL-O-glucuronide (t)inoI/24hr) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value“ 

Week 1 

N 

4 

7 

0.0031 

MEAN. GEO MEAN 

1911.172, 1513.743 

0.000, NA 



SD, SE 

1220.1075,610.0537 

0.0000, 0.0000 



MEDIAN 

1930.306 

0.000 



MIN, MAX 

432.075,3352.000 

0 . 000 , 0.000 



5%, 95% 

432.075, 3352.000 

0 . 000 , 0.000 


tt of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1853.886, 1823.438 

0,000, NA 



SD, SE 

401.244(5,200.6223 

0.0000,0.0000 



MEDIAN 

1764.388 

0.000 



MIN, MAX 

1469.010,2417.760 

0 . 000 , 0.000 



5%, 95% 

1469.010, 2417.760 

0 . 000 , 0.000 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

IS82.529,1770.202 

0.000, NA 



SD, SE 

675.7396,337.8698 

0 . 0000 , 0.0000 



MEDIAN 

2005.422 

0.000 



MIN, MAX 

950.543,2568.731 

o.ooo, o.oao 



5%, 95% 

950.543,2568.731 

noon, n.oao 



* P-value from Wilcoxon rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Cuunt of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to tile limit 
of the quantification (e.g., ’<1 .234’ will be used as'[ .2341 for the averages across visits within a subject Unis eliminating all B LQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluu data is presented fur informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


Final Draft: 25 March 2003 


Page 574 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437813 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2-1-2 

Statistical Comparison Between Smokers and "Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 178 of 264) 


Biomaiker: NNAL-O-ghicuronide ((pmo[/24hr)/cigarette per day) _ Analytical Lab: INBIFQ _ 

Timepoint _ Statistic _ Smokers ____ Non-Smokers_P-value -1 


Week 1 

N 

4 


MEAN, GEO MEAN 

123.714,96.242 


SD.SE 

75.0082,37.5041 


MEDIAN 

! 36.837 


MIN, MAX 

2.4.004,197.176 


5%, 95% 

24.004, 197.176 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN, GEO MEAN 

118.821,110.767 


SD.SE 

56.0040,28.0020 


MEDIAN 

96.097 


MIN, MAX 

81.612,201.480 


5%, 95% 

81.612,201.480 


# of BLQ/ALQ Values 

0/0 

Overall’ 

N 

4 


MEAN, GEO MEAN 

121.268,109.622 


SD.SE 

56,7231,28.3615 


MEDIAN 

125.440 


MIN, MAX 

52,808, 181.383 


5%, 95% 

52.808, 181.383 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the 13LQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234* will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437814 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 179 of 264) 


Biomarker: NNAL-O-glucuronide fpmol/ms Creatinine) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value n 

Weekl 

N 

4 

7 

0.0031 

MEAN. GEO MEAN 

1.479, 1.058 

0,000. NA 



SD, SE 

0.9830,0.4915 

0.0000,0.0000 



MEDIAN 

1.590 

0.000 



MIN, MAX 

0.201,2.534 

0.000,0.000 



5%, 95% 

0.201,2.534 

0.000.0.000 


f, of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1.228, 1.155 

0.000, NA 



SD, SE 

0.5275,0.2638 

0.0000,0,0000 



MEDIAN 

1.061 

0.000 



MIN, MAX 

0.806,1.985 

0.000, 0.000 



5%, 95% 

0.806, 1.985 

0.000, 0.000 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall" 

N 

4 

7 

0.0031 

MEAN. GEO MEAN 

1.354,1.189 

0.000, NA 



SD, SE 

0.7197,0.3599 

0.0000, 0.0000 



MEDIAN 

1.326 

0.000 



MIN, MAX 

0.504,2.260 

0.000, 0.000 



5%. 95% 

0.504, 2260 

o.ono, o.ooo 



' P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1,234^111 be used as ’1.234 1 ) for die averages across visits witliina subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-glue data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437816 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Noa-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 181 of 264) 


Biomaricen Nicotine (nmot/24hr) Analytical Lab: INBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

9618.834,7479.916 

7.072,6.609 



SD.SE 

7409.9864,3025.1143 

3.0623,1.7680 



MEDIAN 

6290.338 

6.936 



MIN, MAX 

3259.536, 19895.897 

4.080, 10.200 



5%, 95% 

3259.536, 19895.897 

4.080, 10.200 


It of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

8208.238,7076.088 

7.548, 6.393 



SD.SE 

4490.9820,1833.4357 

5.6738,4,0120 



MEDIAN 

8354.878 

7.548 



MIN, MAX 

3484.431,13388.466 

3.536, 11.560 



5%, 95% 

3484.431, 1338S.466 

3.536, 11.560 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

6005.220,5280.694 

7.076,6.689 



SD, SE 

2926.7725, 1308.8925 

2.7799, 1.3899 



MEDIAN 

7103.308 

6.569 



MIN, MAX 

2126.580,8844.885 

4.284, 10.880 



5%, 95% 

2126.580,8844.885 

4.284, 10.880 


U of BLQ/ALQ Values 

0/0 

4/0 


Overall 4 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

8471.514, 7224.185 

8.359, 7.845 



SD, SE 

5060.2532, 2065.8397 

2.9810, 1.2170 



MEDIAN 

7066.450 

8.609 



MIN, MAX 

3555.830,15498.722 

3.967, 11.560 



5%, 95% 

3555.830, 15498.722 

3.967, 11.560 



a P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234d will be used as 1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437817 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 182 of264) 


Biomarker: Nicotine (ug/24hr) _ Analytical Lab: INBIFQ _ _ _ 

Timeppint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week I 

N 

6 

3 

0,0282 

MEAN, GEO MEAN 

1560.175, 1213.243 

1.147,1.072 



SD.SE 

1201.8996,490.6734 

0.4964, 0.2866 



MEDIAN 

1020.293 

1.125 



MIN, MAX 

528.697,3227.114 

0.662,1.654 



5%, 95% 

528.697,3227.114 

0.662,1.654 


11 of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.0668 


MEAN, GEO MEAN 

1331.376,1147.742 

1.225,1.037 



SD.SE 

728.4371,297.3832 

0.9199.0.6505 



MEDIAN 

1355,162 

1.225 



MIN, MAX 

565.175,2171.609 

0.574, 1.875 



5*4,95% 

565.175,2171.609 

0.574, 1.875 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 


MEAN, GEO MEAN 

974.047, 856,528 

1.148,1.085 



SD, SE 

474.7226,212.3024 

0.4509, 0.2255 



MEDIAN 

1152.157 

1.066 



MIN, MAX 

344.931. 1434.640 

0.695. 1.765 



5%, 95% 

344.931, 1434.640 

0.695, 1.765 


It of BLQ/ALQ Values 

0/0 

4/0 


Overall’ 

N 

6 

6 

0.0051 


MEAN, GEO MEAN 

1374.080, 1171.763 

1.356, (.273 



SD, SE 

820.7730, 335.0792 

0.4833,0.1973 



MEDIAN 

1146.178 

1.396 



MIN, MAX 

576.756,2513.893 

0.644,1.875 



5%, 95% 

576.756,2513.893 

0.644. 1.875 



11 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all Rl.Q/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 579 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437818 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-2 


Biomarker: Nicotine {fnmol/24hr)/ciearette per day) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 183 of264) 

Analytical Lab: INBIFO 



Statistic 

Smokers 

No u-Smokers 

P-vnlue 3 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

636.191.455.251 
531.8371,217.1216 

535 377 

181.085,1503.563 

181.085,1503.563 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

765.869,536.234 
716.1272,292.3577 

451.760 

178.705,2015.446 

178.705,2015.446 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

618.861,483.430 

510.4448,228.2779 

394.628 

187.266.1474.148 

187.266.1474.148 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

6 

678.707,553.168 

433.9425,177.1563 

612.633 

221.461.1239.200 

221.461, 1239,200 


NA 


NOTE: Values listed were normalized by talcing the original biomarker and dividing It by tile number of cigarettes found In quesiion 4 of the weekly survey for the corresponding week. 


° P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BTQ/ AJ.Q values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437819 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 1S4 of 264) 


Biomarken Nicotine ((ng/24hr)/cigarette per day) Analytical Lab: 1NBIFO 


Timeooint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

103.190,73.S4Z 




SD, SE 

86,2639,35.2171 




MEDIAN 

86.839 




MIN, MAX 

29.372,243.878 




5%, 95% 

29.372, 243.878 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, QEO MEAN 

124.224, 86.977 




SD, SE 

116.1556,47.4203 




MEDIAN 

73.276 




MIN, MAX 

28.986, 326.905 




5%, 95% 

28.986,326.905 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

300.380, 78.413 




SD. SE 

82.7940,37.0266 




MEDIAN 

64.009 




MIN, MAX 

30.375,239.107 




5%, 95% 

30.375,239.107 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

110.087,89.724 




SD, SE 

70.3855,28.7347 




MEDIAN 

99.370 




MTN, MAX 

35.921,200.998 




5%, 95% 

35,921,200.998 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the correspond ing week. 

" P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will b« used as 'l .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437820 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 


Biomarker: Nicotine (nmol/mg Creatinine) 

Statistical Comparison Between Smokers and Non-Smokers of 2d Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 185 of 2154) 

Analytical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vaIue“ 

Week 1 

N 

6 

3 

0.0275 

MEAN, GEO MEAN 

6.631,5.419 

0.005, O.OOS 



SD, SE 

4.3231, I 7649 

0.0006, 0.0003 



MEDIAN 

5.003 

0.005 



MIN, MAX 

1.717,12.677 

0.004, 0.005 



5%, 95% 

1.717,12.677 

0.004,0.005 


ft of BLQ/ALQ Values 

0/0 

3/0 


Week2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

6.414.5.576 

0.008, 0.006 



SD, SE 

3.4787, 1.4202 

0,0064, 0.0045 



MEDIAN 

6.483 

0.008 



MIN, MAX 

2.159, 12.067 

0.003,0.012 



5%, 93% 

2.159, 12.067 

0.003, 0.012 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

5.449,5.159 

0.006,0.005 



SD, SE 

2.0593,0.9210 

0.0024,0.0012 



MEDIAN 

4.773 

0.006 



MIN, MAX 

3.605, 8.447 

0.003, 0.008 



5%, 95% 

3.605, 8.447 

0.003, 0.008 


# of BLQ/ALQ Values 

o/n 

4/0 


Overall" 

N 

6 

6 

0.0050 

MEAN, GEO MEAN 

6.376,5.742 

0.006, U.U06 



SD, SE 

3.0639, 1.2508 

0.0032, 0.0013 



MEDIAN 

5.903 

0.005 



MIN, MAX 

2.883, 10.457 

0.004,0017 



5%. 95% 

2,883, 10.457 

0.004,0.012 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1,234’wiil be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for die overall statistics. 
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PM3006437821 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Riomarkers of Fxposnre by Timepoinf and Overall 

(Page 186 of264) 


Biomarken Nicotine (ufi/mg Creatinine) _ Analytical Lab: 1NBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

6 

3 

0.0256 

MEAN, GKO MEAN 

1.076, 0.879 

0,001,0.001 



SD, SE 

0.7014,0.2863 

0 . 0000 , 0.0000 



MEDIAN 

0.812 

0.001 



MIN, MAX 

0.278,2.056 

0.001,0.001 



5%, 95% 

0278,2.056 

0.001, 0.001 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 7. 

N 

6 

2 

0 0668 

MEAN, GEO MEAN 

1.040,0.904 

0.001, NA 



SD,SE 

0.5642,0.2303 

0.0014,0.0010 



MEDIAN 

1.052 

0.001 



MIN, MAX 

0.350,1.957 

0.000, 0.002 



5%, 95% 

0.350, 1.957 

0.000, 0.002 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0179 

MEAN, GEO MEAN 

0.884,0.837 

0,001 ,NA 



SD, SE 

0.3339.0.1493 

0.0005,0.0003 



MEDIAN 

0.774 

0.001 



MIN, MAX 

0.5B5,1.370 

0.000,0,001 



5%, 95% 

0.585, 1.370 

0.000,0.001 


ft of BLQ/ALQ Values 

0/0 

4/0 


Overall' 

N 

6 

6 

0.0043 

MEAN, GEO MEAN 

1.034,0.931 

U.OOi. NA 



SD, SE 

0.4971,0.2029 

0.0006, 0,0003 



MEDIAN 

0.958 

0.001 



MrN, MAX 

0 467, 1.6 96 

0.000, 0.002 



5%, 95% 

0.467, 1.696 

0.000, 0.002 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<\ .234' will be used as' 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437822 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomariccrs of Exposure by Timcpoint and Overall 

(Page 187 of 264} 


Bioroaita Nicotine ((amol/mg Creatiuinel/ciaareae per day) 

Analytical Lab: JNBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

0.455,0.329 




SD.SE 

0.3700,0.1511 




MEDIAN 

0.360 




MIN, MAX 

0.095,1.056 




5%, 95% 

0.095, L056 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

0582,0.423 




SD, SE 

0.4804,0.1961 




MEDIAN 

0.364 




MIN, MAX 

0.108, 1.275 




5%, 95% 

0.108, 1.275 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

0.608, 0.472 




SD. SE 

0.4860, 0.2173 




MEDIAN 

0.552 




MIN, MAX 

0.180, 1.408 




5%. 95% 

0.180, 1.408 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

0.538, 0.442 




SD, SE 

0,3327, 0.1358 




MEDIAN 

0.495 




MIN, MAX 

0.156, 0.948 




5%, 95% 

0.15G, 0.948 




NOTE; Values listed were normalized by taking the original biomarker and dividing it by Ihe number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., , <1.234*will be used as ’1.234’) fortbe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437823 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomatkers of Exposure by Timepoint and Overall 

(Page 188 of264) 


Biomarker: Nicotine (fug/mg Creatininel/cigarette perdaiO Analytical Lab: INBlfO ___ 

Timepoint Statistic _ Smokers _ Nun-Smokere _F-value" 


Week 1 

N 

6 


MEAN, GEO MEAN 

0.074,0,053 


SD,SE 

0.0601, 0.0245 


MEDIAN 

0.059 


MIN, MAX 

0.015,0.171 


5%, 95% 

0.015,0.171 


if of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0.095,0.069 


SD, SE 

0.0779,0.0318 


MEDIAN 

0.059 


MIN, MAX 

0.018,0.207 


5%, 95% 

0.018,0.207 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

0.099, 0.077 


SD, SE 

0.0787, 0.0352 


MEDIAN 

0.090 


MIN, MAX 

0.029, 0.228 


5%, 95% 

0.029,0,228 


# of BLQ/ALQ Values 

0/0 

Overall’ 

N 

6 


MEAN, GEO MEAN 

0.087,0.072 


SD, SE 

0.0540, 0.0220 


MEDIAN 

O.Ofil 


MIN, MAX 

0,025,0.154 


5%, 95% 

0.025,0.154 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by die number of cigarettes found in question 4 of die weekly survey tor the corresponding week, 

1 F-vaiuc from Wiicoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjeols. Count of BLQ/ALQ vduea docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as '1234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437824 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokeis of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 189 of 264) 


Biomaiker: Nicotine (nmol/U Analytical Lab: IMBiFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week 1 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

7197.1, 4444.0 

3.4,3.4 



SD, SE 

7757.37, 3166.93 

0.00,0.00 



MEDIAN 

3394.6 

3.4 



MIN, MAX 

1356.6,20736.8 

3.4,3.4 



5%, 95% 

1356.6,20738.8 

3.4,3.4 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.0651 

MEAN, GEO MEAN 

6056.4,4199.7 

3.4,3.4 



SD, SE 

5389.15, 2200.11 

0.00,0.00 



MEDIAN 

3774.8 

3.4 



MIN, MAX 

ISOS.l, 14396.2 

3.4,3.4 



5%, 95% 

1805.1,14396.2 

3.4, 3.4 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0151 

MEAN, GEO MEAN 

3400.4, 2972.7 

3.4,3.4 



SD, SE 

1754.96, 784.84 

0.00,0.00 



MEDIAN 

4113.9 

3.4 



MTN ? MAX 

1528.7, 5294.2 

3.4. 3.4 



5%. 95% 

1528.7,5294.2 

3.4.3.4 


# of BLQ/ALQ Values 

0/0 

4/0 


Overall’ 

N 

6 

6 

0.0028 

MEAN, GEO MEAN 

6005.1,4360.7 

3.4, 3.4 



SD, SE 

5159.10,2106.19 

0.00,0.00 



MEDIAN 

3513.2 

3.4 



MIN, MAX 

1564.8,13476.4 

3.4,3.4 



5%, 95% 

1564.8,13476.4 

3.4,3.4 



a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V 1.234’ will be used as ’1.234'') for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbrthe overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table H.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Riomarkers of Exposure by Timepoint and Overall 

(Page 190 of264) 


TimeDoitst 

Statistic 

Smokers 

Non-Smokeis 

P-value" 

Week 1 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

1167.4,720.8 

0.6,0.6 



SD, SE 

1258.24.513.67 

0.00,0.00 



MEDIAN 

550.6 

0.6 



MIN, MAX 

220,0,3363.8 

0.6,0.6 



5%, 95% 

22U.0, 3363.8 

0.6, 0,6 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.0651 

MEAN, GEO MEAN 

982.4,681,2 

0.6,0.6 



SD, SE 

874.12, 356,86 

0.00,0.00 



MEDIAN 

612.3 

0.6 



MIN, MAX 

292.8, 2335.1 

0.6, 0.6 



5%, 95% 

292.8, 2335.1 

0.6, 0.6 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0151 

MEAN, GEO MEAN 

551.6,482.2 

06, 06 



SD, SE 

284.63, 127.29 

0.00, 0.00 



MEDIAN 

667.3 

0.6 



MIN, MAX 

248.0, 858.7 

06,0.6 



5%, 95% 

248.0, 858.7 

0.6,0.6 


# of BLQ/ALQ Values 

0/0 

4/0 


Overall’ 

N 

6 

6 

0.0028 

MEAN, GEO MEAN 

974,0, 707.3 

06,06 



SD, SE 

836,80, 341.62 

0.00, 0.00 



MEDIAN 

5G9.9 

0.6 



MIN, MAX 

253.8,2185.9 

06.0.6 



5%, 95% 

253.8,2185.9 

06,0.6 



a P-vahie from Wilcoxon rank-sum test, 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the Limit 
of the quantification (e.g., ^1.234' will be used as ’1,234^ for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarfcers of Exposure by Timepoint and Overall 

(Page I9l of 264) 


Biomarker: Nicotine ((nmol/p/cigarette per day) Analytical Lab: INBIfO __ 

Timopolut _ Statistic _ Smokers _ Non-Sinohera _ P-value 3 


Week I 


Week 2 


Week 3 


Overall’ 


N 

fi 

MEAN, GEO MEAN 

525,7,270,5 

SD. SE 

635.62,259.90 

MEDIAN 

322.6 

MIN, MAX 

67.8,1728.2 

5%, 95% 

67.8,1728/2 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

526.4,318.3 

SD, SE 

504.53,205.97 

MEDIAN 

365.7 

MIN, MAX 

90.3, 1308.7 

5%, 95% 

90.3,1308.7 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

342.3,272,1 

SD, SE 

231.29, 103.44 

MEDIAN 

256.8 

MIN, MAX 

76.4,685.7 

5%, 95% 

76.4,685.7 

4 of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

475.7, 337.9 

SD, SE 

389.64, 159.07 

MEDIAN 

447.2 

MIN, MAX 

78.2,1159.4 

5%, 95% 

78.2,1159.4 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

6 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, (hen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as , 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bicmarkers of Exposure by Timepoint and Overall 

(Page 192 of264) 


Biomarker; Nicotine ((ng/niLVcigarette per day) Analytical Lab: INBIFO 


Timepoint _ Statistic _ Smokers _ Non-Smokers _P-value* 


Week 1 

N 

6 

NA 


MEAN, GEO MEAN 

85.3, 43,9 



SD, SE 

103.25.42.15 



MEDIAN 

52.3 



MIN, MAX 

11.0,280.3 



5%, 93% 

11.0,280.3 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN, GEO MEAN 

85.4, 51.6 



SD, SE 

81.86,33.42 



MEDIAN 

59.3 



MIN, MAX 

14.6,212.3 



5%, 95% 

14.6,212.3 



# of BLQ/ALQ Values 

wo 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

55.5,44,2 



SD, SE 

37.50, 16.77 



MEDIAN 

41.7 



MIN, MAX 

12.4,111.2 



5%, 95% 

12.4,111.2 



*> of BLQ/ALQ Values 

0/0. 


Overall' 

N 

6 

NA 


MEAN, GEO MEAN 

77.2, 54.8 



SD, SE 

63.21,25.81 



MEDIAN 

72.6 



MIN, MAX 

12.7,1 SIR. 1 



5%, 95% 

12.7,188.1 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

:i P-vatue from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as (lie BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ valuos for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bio markers of Exposure by Timepomt and Overall 

(Page 193 of 264) 


Biomarker: Nicotine-N-glucuronide (nmoI/L) Analytical Lab: rNBIFO 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-valus’ 

Week 1 

N 

6 

2 

O.flftf 1 

MEAN, GEO MEAN 

2601.8, 1698.4 

93,9.3 



SD,SE 

2910.33, II88.14 

0.00,0.00 



MEDIAN 

1692.2 

9.3 



MIN, MAX 

403.4, 8373.6 

9.3,9.3 



5%, 95% 

403.4, 8373.6 

9.3,9.3 


tf of BLQ/ALQ Values 

6/0 

2/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

2877.9,2355.5 

27.7, 20.7 



SD.SE 

2171.62,886.56 

25.95, 18.35 



MEDIAN 

2040.6 

27.7 



MIN, MAX 

1145.6,6965.8 

9.3, 46.0 



5%, 95% 

1145.6,6965.8 

9.3, 46.0 


#nf BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0151 

MEAN, GEO MEAN 

1850.7, 1460.3 

93,9.3 



SD, SE 

1312.92, 587,16 

0.00, 0.00 



MEDIAN 

1299.6 

9.3 



MIN, MAX 

432.7,3839.2 

9.3. 9.3 



5%, 95% 

432.7,3839.2 

9.3, 93 


it of BLQ/ALQ Values 

0/0 . 

4/0 


Overall* 

N 

6 

6 

0.0037 

MEAN, GEO MEAN 

2495.4, 1962.5 

11.3, 10.7 



SD, SE 

2051.46, 837,50 

4.98, 2,03 



MF.DTAN 

1908.5 

9.3 



MIN, MAX 

797.4,6392,9 

9.3,21.5 



5%, 95% 

797.4,6392.9 

9.3,21.5 



;1 P-value from Witcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<1.234’ will be used as ’l .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 194 of264) 


Biomarker; Nicotine-N-glucuronide {(nmol/LVcigafgtte per day) _ Analytical Lab: 1NB1FO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value" 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

6 

MEAN, GEO MEAN 

175.8.103.3 

SD, SE 

255.97,104.50 

MEDIAN 

72.4 

MIN, MAX 

55.6, 697.8 

5%, 95% 

55.6, 697.8 

(f of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

251.7,179.3 

SD, SE 

223.92,91.42 

MEDIAN 

165.8 

MIN, MAX 

57.3,633.3 

5%, 95% 

57.3, 633.3 

# of BLQ/AT.O Values 

6/1) 

N 

5 

MEAN, GEO MEAN 

185.7, 133.7 

SD, SE 

161.67, 7220 

MEDIAN 

72.2 

MIN, MAX 

64.1,400.1 

5%. 95% 

64.1.400.1 

#ofBLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

201.4, 145.3 

SD, SE 

190.41, 77.73 

MEDIAN 

115.5 

MIN, MAX 

59.0,550.3 

5%, 95% 

59.0,550.3 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomaTker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as *1.234) for the averages across visits within a subject thus eliminating all PLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.3.1 -2 


Biomarken Niuutmir-N-Klucuronide (nmol/24I]r) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarken; of Exposure by Timepoint and Overall 

(Page 195 uf264) 

Analytical Lab: IN8IFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week i 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

3721.249.28S8.72S 

19.530,17.646 



SD,SE 

24252308,990.0963 

11.8370,8 3700 



MEDIAN 

3264.808 

19.530 



MIN, MAX 

548.624, 7285.032 

11.160,27.900 



5%,05% 

548.624,7285.032 

11.160,27.900 


# of BLQ/A1.Q Values 

0/0 

2/0 


Week 2 

N 

6 

2 

00668 

MEAN, GEO MEAN 

4160.740,3985.670 

39.730,38.893 



SD, SE 

1399.0642,571,1656 

11.4693, 8.1100 



MEDIAN 

3587.759 

39.730 



MIN, MAX 

2816.360,6478.194 

31.620,47.840 



5%, 95% 

2816.360, 6478.194 

31.620, 47.840 


ft of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 

mean, geo mean 

3377.796,2594.128 

19.353,18.296 



SO, SE 

2201,0589,984.3435 

7.6038,3.8019 



MEDIAN 

3139.430 

17.968 



MIN. MAX 

597.126, 5950.760 

11.718, 29.760 



5%, 95% 

597.126, 5950.760 

11.718,29.760 


ft of BLQ/ALQ Values 

0/0. 

4/0 


Overall* 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

3758.070,3321287 

24.798,24.160 



SD, SE 

19132244, 781.0706 

5,9768, 2.4400 



MEDIAN 

3384.818 

25.737 



MIN, MAX 

1320.703,6571.329 

16.740,31.620 



5%. 95% 

1320.703,6571.329 

16.740,31.620 


P-value from Wife oxen rank-sum test 


' Overall valnes calculated by fitst averaging the results across visits witliin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quant ifi cat to n (e.g., 334' will be used as *1 .234} for the averages across visits with in a subject thus eliminating all BL.Q/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2-1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hcur Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 196 of264) 


Biomarkcr: Nicotine-N-Elucuronide ((runol/24hryciearette per day) _ Analytical Lab: 1NB1FO ____ 

Timepoim _ Statistic _ Smokers _ Non-Sinokers _ P-value" 


Week i 


Week 2 


Week 3 


Overall" 


N 

MEAN, OEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 
5%, 95% 


6 

216.883, 173.991 
193.3379,78.9299 
152.465 

91.437,607.086 

91.437,607.086 

0/0 

6 

377.385,302.039 
290.7399,118.6941 
231.422 

163.182,871.789 

163.182,871.789 

0/0 

5 

345.192,237.484 
330.7153, 147.9004 
156.972 

99.521,860.215 

99.521,860.215 

0/0 

6 

303.001,242.313 

231.0965,94.3447 

163.854 

133.616,635.179 

133.616,635.179 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by laking the original biomarker and dividing it by the nutnher of cigarettes found in question 4 of the weekly survey for the corresponding week. 
ft P-valuc from Wiicoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to tlte limit 
of the quantification (e.g., ’<1,234'will be used as ’1.234’)for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14-2,1-2 

Statistical Comparison Between Smokers and Non-Smokers nf 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 197 of 264) 


Biomarker: Nicotine-N-jrlucuronide (nmol/mg Creatinine) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vahre* 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

2.750, 2.071 

0.013,0.012 



SD, SE 

1.8455,0.7534 

0.0021,0.0015 



MEDIAN 

2.837 

0.013 



MIN, MAX 

0.452,5.118 

0.011,0.014 



5%, 95% 

0.452, 5,118 

0.011,0.014 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

3.341,3.141 

0.036,0.036 



SD, SE 

1.3634, 0.5566 

0.0042, 0.0030 



MEDIAN 

3.126 

0.036 



MIN, MAX 

1.972,5.839 

0.033, 0,039 



5%, 95% 

1.972, 5.839 

0.033, 0.039 


it of BLQ/ALQ Values 

OJO 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

3.039,2.535 

0.015,0,014 



SD, SE. 

1.8280, 0.8175 

0.0059, 0.0029 



MEDIAN 

3.022 

0.015 



MIN, MAX 

1.066,4.929 

0.009, 0.021 



5%, 95% 

1.066, 4.929 

0.009,0.021 


# of BLQ/ALQ Values 

0/0. 

4/0 


Overall' 

N 

6 

6 

0.0050 

MEAN, GEO MEAN 

2.992,2.662 

0.019, 0.018 



SD, SE 

1.5386,0.6281 

0.0081,0.0033 



MEDIAN 

2.800 

0.020 



MIN, MAX 

1.486, 5.254 

0.011.0,033 



5%, 95% 

1.486,5.254 

0.011,0,033 



‘ P-value from Wilcoxon tank-sum test. 

* Overall values calculated by first averaging tbe results across visits within a subject, then calculating the descriptive siaiistics across subjects. Count of BLQ/ALQ values does net apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '<1.234’will be used as ’1,234’) for tile averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol Mo. PM-8450 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and 'Non-Smokers nf 24-Hnur Urine Rinmarkers of Exposure by Timepoint and Overall 

(Page 198 of264) 


Biomarker: Nicotine-N-glucuronide ((nmol/tng CreatinineVcigarette per day) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value’ 


Week I 

N 

MEAN, GEO MEAN 

SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of DLQ/ALQ Values 

5 

0.161,0.126 

0.1384,0.0565 

0.103 

0.066,0.427 
0.066,0.427 

0/0 



NA 


Week 2 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

S%, 95% 

# of BLQ/ALQ Values 

6 

0.296.0.238 

0.2022,0.0826 

0.238 

0.099,0.552 
0.099,0.552 

0/0 



NA 


Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.325,0.232 
0.3027, 0.1354 
0.178 

0.076, 0.822 
0.076, 0.R22 

0/0 



NA 


Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

6 

0.248, 0.196 
0.1817,0.0742 
0.178 

0.080, 0.499 
0.080,0.499 



NA 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wllcoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as , 1.2t34 r ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for die overall statistics. 
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RSR 
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Covance CRU Study No. 





Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 199 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) Analytical Lab: [NBIFO 


Timepoint 

Statistic 

Smokers 

Non-Sinukers 

P-vahie 4 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

51.700,44.630 

0.084.0.078 



SD, SE 

29.5718,12.0726 

0.0403.0.0285 



MEDIAN 

51.906 

0.084 



MIN, MAS 

17.250, 102.868 

0.055, 0.112 



5%, 95% 

17.250, 102.868 

0.055,0.112 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

55.988,49.589 

0.071, 0.071 



SD, SE 

32.3685, 13.2144 

0.0078, 0.0045 



MEDIAN 

50.322 

0,075 



MTN, MAX 

28.075, 116.308 

0.062, 0.076 



5%, 95% 

28.075, 116,308 

0.062, 0.076 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

49.089, 42.023 

0.056,0.053 



SD, SE 

29.2167, 13.0661 

0,0193,0.0096 



MEDIAN 

53.238 

0.056 



MIN, MAX 

19.754, 92.206 

0.036,0.076 



5%, 95% 

19.754,92.206 

0.036,0.076 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall' 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

52.296,45.973 

0.067, 0.065 



SD, SE 

29.1763, 11.9112 

0.0204, 0.0091 



MEDIAN 

51.740 

0.072 



MIN, MAX 

21.693, 103.794 

0.043,0.094 



5%, 95% 

21.693, 103.794 

0.043,0.094 



51 P-value from Wifcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply us the BLQ/ALQ values were convened to the limit 
of the quantification {e.g., ’<1,234’ will be used as ’1,234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437835 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 200 of 264) 

Biomarker Sum of Nicotine and Nicotine metabolites ((nmol/mg Creatininej/cigarette per day) _ Analytical Lab: INBIFO ___ 

Timepoint Statistic _ Smokers _______ Non-Smokers ____ P-value 8 


Week 1 


Week 2 


Week 3 


Overall* 


MEAN, GEO MEAN 

3.034,2.717 

SD.SE 

1j5673, 0.6399 

MEDIAN 

2.510 

MIN, MAX 

1.604,5.143 

5%, 95% 

1.604,5.143 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

4.436,3.758 

SD, SB 

2.6207,1.0599 

MEDIAN 

4.213 

MIN, MAX 

1.455, 8.410 

5%, 95% 

1.455, 8.410 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

4.559, 3.847 

SD, SE 

2.7668, 1,2374 

MEDIAN 

4.610 

MIN, MAX 

1.336, 8.873 

5%, 95% 

1.336, 8.873 

# of BLQ/ALQ Values 

0/0. 

N 

6 

MEAN, GEO MEAN 

3.886,3.448 

SD, SE 

1.8962,0.7741 

MEDIAN 

4.010 

MIN, MAX 

1.465,6.312 

5%, 95% 

1.465,6.312 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-valuc from Wilcoxon rank-sum test 

* Overall values calculated by fust averaging the results across visits within a subject, (hen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234* will be used as '1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437836 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikere of Exposure by Timepoint and Overall 

[Page 201 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites Ctim/mg Creatinine) Analytical Lab: INBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week 1 

N 

6 

2 

0.0635 

MEAN, GEO MEAN 

0.009,0.007 

0.000. NA 



SD, SE 

0.0048* 0.0020 

0.0000,0.0000 



MEDIAN 

0.009 

0.000 



MIN, MAX 

0.003. 0.017 

0.000, 0.000 



5%, 95% 

0.003, 0.017 

0.000, 0.000 


it of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0243 

MEAN, GEO MEAN 

0.009,0.008 

0.000, NA 



SD, SE 

0.0052,0.0021 

0.0000,0.0000 



MEDIAN 

0.008 

0.000 



MIN, MAX 

0.005,0.019 

0.000,0.000 



5%, 95% 

0.005,0.019 

0.000,0.000 


U of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

4 

0.0146 

MEAN, GEO MEAN 

0.008, 0.007 

0.000, NA 



SD, SE 

0.0048, 0.0021 

0.0000,0.0000 



MEDIAN 

0,009 

0.000 



MIN, MAX 

0.003,0.015 

0.000, 0.000 



5%, 95% 

0.003, 0.015 

0.000,0.000 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall’ 

N 

6 

5 

0.0055 

MEAN, GEO MEAN 

0.009, O.OOS 

0.000, NA 



SD, SE 

0.0046, 0.0019 

0.0000,0.0000 



MEDIAN 

0.009 

o.onn 



MIN, MAX 

0.004, 0.017 

o.ooo, o.ooii 



5%, 95% 

0.004,0.017 

0.000,0.000 



‘ P-value from Wllcoxon rank-sum rest. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<l .234’will be used as '1.234j for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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PM3006437837 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,2.1-2 

Statistical Comparison Between Smokers anil Non-Smokers of 24-Honr Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 202 of 264) 

Biomarken Sum of Nicotine and Nicotine metabolites ((mg/mg CreatinineVcigarette per day) _ Analytical Lab; INB1PO ___ 

Timepoint _ Statistic _ Smokers _Non-Smokeis_ P-value“ 


Week 1 


Week 2 


Week 3 


Overall* 


MEAN, GEO MEAN 

0.000, NA 

SD, SE 

0.0005,0.0002 

MEDIAN 

0.000 

MIN, MAX 

0.000,0.001 

3%, 93% 

0.000,0.001 

ff of BLQ/ALQ Values 

wo 

N 

6 

MEAN, GEO MEAN 

0.001,NA 

SD, SE 

0.0005,0.0002 

MEDIAN 

0.1X11 

MIN, MAX 

0.000,0.001 

3%, 95% 

0.000,0.001 

# of BT.Q/AT.Q Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.001, NA 

SD, SE 

0.0004,0.0002 

MEDIAN 

0.001 

MIN, MAX 

0.000, 0,001 

5%. 95% 

o.ooo, o.noi 

# of BLQ/ALQ Values 

0/0. 

N 

6 

MEAN, GEO MEAN 

0.001, NA 

SD, SE 

0.0005,0.0002 

MEDIAN 

0.001 

MIN. MAX 

0.000,0.001 

5%, 95% 

0.000,0.001 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking tile original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-valne from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply us die BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’willbeusedas ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437838 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkere of Exposure by Timepoint ami Overall 

(Page 203 of 264) 


Btomaiker. Sum of Nicotine and Nicotine metabolites (iunol/24hr) _ Analytical L&faj 1NBIFU 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

68080,876. 61601.S87 

79.565. 70.830 



SD.SE 

26039.2173, 10630.4660 

51.2575,36.2445 



MEDIAN 

79107.641 

79.565 



MIN, MAX 

20949.848, 87412.052 

43.320, 115.809 



5%, 95% 

20949.848, 87412.052 

43320, 115.809 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

69068.865,62930.735 

94.730, 93.700 



SD, SE 

29783.4963, 12159.0614 

16.4762, 9.5126 



MEDIAN 

72661.694 

103.788 



MIN, MAX 

26881.034, 114295.450 

75.712, 104.690 



5%, 95% 

26881.034, 114295.450 

75.712, 104.690 


# of BLQ/ALQ Values 

om 

0/0 


Week 3 

N 

5 

4 

0,0200 

MEAN, GEO MEAN 

53596.816,43011.516 

72.417, 69.294 



SD, SB 

32272.5376, 14432.7176 

24.6747, 12.3373 



MEDIAN 

55742.835 

69.746 



MIN, MAX 

11067.738,95783.4*5 

45.486. 104.690 



5%, 95% 

11067.738.95783.485 

45.486.104.690 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall' 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

65164.772,58044.148 

81.764,78.871 



SD. SE 

28150.9472, 11492.5761 

24.3456, 10.8877 



MEDIAN 

71977.959 

74.5T 1 



MIN, MAX 

19632.873.99062.755 

54.839,109.799 



5%, 95% 

19632.873,99062.755 

54.839,109.799 



1 P-value from Wilcoxon raitksitm test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., M .234* will be vised as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437839 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint anti Overall 

(Page 204 of 264) 

Biomaiker Sum of Nicotine and Nicotine metabolites (fnmQl/24hrVciaarette per day) Analytical Lab: INBiPO 

Timepoint 

Statistic 

Smokers Non-Smokere 

P-value* 

Week 1 

N 

6 

NA 

MEAN. GFO MF.AN 

3969.SSI, 3749268 



SO, SE 

1552.3722,633.7533 



MEDIAN 

3646.083 



MIN, MAX 

2318.472,6808 809 



5%, 95% 

2318,472,6808.809 


# of BLQ/ALQ Values 

020 


Week 2 

N 

6 

NA 

MEAN, GEO MEAN 

5695.530,4768.962 



SD.SE 

4031.7410,1645.9514 



MEDIAN 

4776.254 



MIN, MAX 

2408502, 13290.548 



5%, 95% 

2408.502,13290.548 


# of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 

NA 

MEAN, GEO MEAN 

4742.508,3937.563 



SD,SE 

3073.5371, 1374.5276 



MEDIAN 

4789.174 



MIN, MAX 

1844.623,9290.473 



5%, 95% 

1844.623,9290.473 


# of BLQ/ALQ Values 

M. 


Overall’ 

N 

6 

NA 

MEAN, GEO MEAN 

475IJ41,4324.71! 



SD, SE 

2249.8573,918.5045 



MEDIAN 

4386.134 



MIN, MAX 

2480448, 8299.831 



554,95% 

2480.448, 8299.831 



NOTE: Values listed were normalized, by taking the original biomarier and dividing It by the number of cigarettes found in question 4 of the weekly survey For the corresponding week. 

4 P-value from Wikxwjn rank-sum test. 

' Overall values calculated by firel averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as tbc BLQ/ALQ values were converted to the limit 
of tho quantification (c.g., ^1.234’ will be uaed as ’) .234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437840 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaricers of Exposure by Timepoint and Overall 

(Page 205 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (mg/24hr> Analytical Lab: INBtbO 


TimcDoint 

SiatisOc 

Smokers 

Non-Smokers 

P-value“ 

Week l 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

11.045,9.994 

0.013.0.012 



SD.SE 

4.2243, 1.7246 

0.0085,0.0060 



MEDIAN 

12.834 

0.013 



MIN, MAX 

3.399,14.181 

0.007,0.019 



5%, 95 % 

3.399, 14 131 

0,007,0.019 


if 

of BLQ/ALQ Values 

(V0 

CVO 


Week 2 

N 

6 

3 

0.0275 

MEAN. GEO MEAN 

11.205, 101209 

0.015,0.015 



SD.SE 

4.8317,1.9725 

0.0029,0.0017 



MEDIAN 

11.788 

0.017 



MIN, MAX 

4.361, 18.542 

0.012,0.017 



5%, 95% 

4.361, 18.542 

0.012,0.017 


#af BLQ/ALQ Values 

0/0 

am 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

8.695,6.978 

0.012,0.011 



SD, SE 

5.2354,2.3413 

0.0041,0.0021 



MEDIAN 

9.043 

0.012 



MIN, MAX 

1.796,15.539 

0.007, 0.D17 



5%, 95% 

1.796, 15.539 

0.007, 0.017 


# of BLQ/ALQ Values 

(V0. 

0/0 


Overall' 

N 

6 

5 

0.0081 

MEAN. GEO MEAN 

10.572,9.417 

0.013,0.013 



SD, SE 

4.5670, 1.8645 

0.0039,0.0017 



MEDIAN 

11.677 

0017. 



MIN. MAX 

3,185,16.071 

0.009,0.018 



5%, 95% 

3.185,16.071 

0.009,0.018 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging Ibe results across visits within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ vatues does not apply w the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’will be used as *1.234’) for the averages rctcm visits within a subject this eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437841 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page 206 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (QiTK/241ii-yciK3rgtte per day) Analytical Lab: 1NB1FQ 

Timepoint _ Statistic _Smokers_ 


Noo-Sinotos 


P-value* 


Week I 


Week 2 


Week 3 


Overall* 


MEAN, GEO MEAN 

0.644, 0.608 

SD.SE 

0.2520,0.1029 

MEDIAN 

0.592 

MIN, MAX 

0.376, 1.105 

5%, 55% 

0376,1.105 

if of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.924, 0.774 

SD, SE 

0.6539,0.2670 

MEDIAN 

0.775 

MIN, MAX 

0-391,2.156 

5%, 95% 

0.391,2.156 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.769, 0.639 

SD, SB 

0.4985, 0.2229 

MEDIAN 

0.777 

MIN, MAX 

0.299.1.507 

5%, 95% 

0299,1,507 

# erf BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.771,0.702 

SD.SE 

0,3647, 0.1489 

MEDIAN 

0.712 

MIN, MAX 

0.403,1,346 

5%, 95% 

0.403,1.346 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing It by the number of cigarettes found In question 4 of the weekly survey for the corresponding week. 

11 P-value from Wilcoxon rank-eum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantitation (e,g., ’<[ ,234’will be used as ’12347 fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437842 



RSR 

Protocol No. PM-845G 

Covance CRU Study No. 12226-8450 


Table 142.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 207 of 264) 

Riomaiker Sum of Nicotine and Nicotine metabolites (nmoI/U Analytical Lab: INB1FO 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

2 

0.0651 

MEAN, GEO MEAN 

42916.1.36598.8 

36.1,36.1 



SD.SE 

27913.02.11395.44 

0,00,0.00 



MEDIAN 

31923.4 

36.1 



MIN, MAX 

15404.3,93914.6 

36.1,36.1 



5%, 95% 

15404.3,93914.6 

36.1, 36.1 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0275 

MEAN, GEO MEAN 

43564.7,37349.6 

48.3,45.6 



SD, SB 

25097.21,10245.89 

21.19, 12.23 



MEDIAN 

36979.7 

36.1 



MIN, MAX 

14851.4,74519.1 

36.1,72.8 



5%, 95% 

14851.4,74519.1 

36.1,728 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

4 

0.0151 

MEAN, GEO MEAN 

28148.3,24212.5 

36.1,36.1 



SD, SE 

14484.66,6477.74 

0.00,0.00 



MEDIAN 

25926,9 

36.1 



MfN, MAX 

8020.1,44901.7 

361,36.1 



5%, 95% 

8020.1,44901.7 

36.1,351 


# of BLQ/ALQ Velues 

0/0, 

0/0 


Overall’ 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

40224.0, 34606.9 

38.5,383 



SD, SE 

22647.85, 9245.95 

5.46,2.44 



MEDIAN 

33374.7 

36.1 



MfN, MAX 

12758.6,70848.7 

36.1,48.3 



5%. 95% 

12758.6,70848.7 

36.1,48.3 



* P-value from Wllcoxcm rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating ibc descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as toe BLQ/ALQ values were converted to th-e Jimrt 
of the quantification <c.g., M .234* will be used as ’1.234’) for the averages across vlaha within a subject thus eliminating all BLQ/ALQ vajuea for the overall statistics. 
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PM3006437843 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 



Table 14 2 I -2 

Slalistiral Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 208 of264) 


Biomarfcer: Sum of Nicotine and N i cotine metabolites (Inniol/LVciBajetle per day) Analytical Lab: 1NBIFO 


Tiuiepoml 


Statistic 


Week I 


Week 2 


Week 3 


Overall 


Sraokcra 


N 

6 

MEAN, GEO MEAN 

2*35.8, 2227.5 

SD, SE 

2513.94,102631 

MEDIAN 

20*6.4 

MJN, MAX 

946.3, 78262 

5%, 95% 

946.3, 78262 

tfaf BLQ/ALQ Values 

(V0 

N 

6 

MEAN, GEO MEAN 

3525.9,2830.4 

SD, SE 

242959, 991.88 

MEDIAN 

27*4.8 

MIN, MAX 

1216.4, 6702.7 

5%, 95% 

1216.4,6702.7 

ft of BLQ/ALQ Values 

0® 

N 

5 

MEAN, GEO MEAN 

25242,2216.6 

SD, SE 

1416.68, 633.56 

MEDIAN 

1954.8 

MIN, MAX 

1266.5,43212 

514.95% 

1256.5,4321.2 

K of BLQ/ALQ Values 

IV0 

N 

6 

MEAN, GEO MEAN 

2990.8,26172 

SD, SE 

1768.98, 722.18 

MBDrAN 

2419.9 

MIN. MAX 

1431.7,60902 

5%, 95% 

1431.7,60902 


Non-Smokers 


P-value* 

NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value front Wileoson rank-sum test. 

Overall values calculated by first averaging the results across visits -within a subject, then calculating the descriptive statistics actusa subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., <4.234'will be used aa ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biotnarkeis of Exposure by Timepoint and Overall 

(Page 209 of 264) 


Biomadecn Sum ofNicotine andNicotine metabolites png/L) Analytical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 


Week 1 

N 

6 

2 

MEAN. GEO MEAN 

7 . 0 , 5.9 

0,0. NA 


SD,SE 

4.51,1.84 

0.00,0.00 


median 

5.2 

0.0 


MIN, MAX 

2.5,152 

0.0,0.0 


5X4, 05% 

2.5,152 

0.0,0.0 

# ofBLQ/ALQ Values 

0/0 

0/0 

Week 2 

N 

6 

3 

MEAN, GEO MEAN 

7.1,6.0 

0.0, NA 


SD, SE 

4.09,1.67 

0.00,0.00 


MEDIAN 

6.0 

Q.O 


MIN, MAX 

2 . 4 , 12.1 

0 . 0 , 0.0 


534.95% 

2 . 4 , 12.1 

0 . 0 , 0.0 

# of BLQ/ALQ Values 

0/0 

0/0 

Week 3 

N 

5 

4 

MEAN, GEO MEAN 

4 . 6 , 3.9 

0.Q.NA 


SD, SB 

2.35,1,05 

0.00,0.00 


MEDIAN 

42 

0,0 


MIN, MAX 

1,3,7.3 

0.0, 0.0 


5%, 95% 

1.3,7.3 

0.0,0.0 

# of BLQ/ALQ Values 

m 

(VQ 

Overall* 

N 

6 

5 

MEAN, GEO MEAN 

6.5, 5.6 

0.0, NA 


SD, SE 

3.68, 1.50 

0.00,0.00 


MEDIAN 

5.4 

0.0 


MIN, MAX 

2.1, 11.5 

0.0,0.0 


554,95% 

2.1,11.5 

0.0,0.0 


P-v»lue* 

0.065] 


0 0250 


0.0151 


0.0055 


* P-valnc from Wilcoxon rank-sum teat, ~ -- 

’ Overall values calculated by fust averaging the result* an™, visit, within a subject, then calculating ihc descriptive aratiaice acroea subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to the limit 
Of the quantification (e.g.. kcl ,234 will be used as 1-2.34} for Ac averages serosa visits within a subject Airs eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 210 of 264) 


Biomarker: Stun of Nicotine and Nicotine metabolites {(mp/LyciKarettg per day) _ Analytical Lab: 1NBIFQ _ 

Timepoint _ Statistic _ Smokers _ _ __ Non-Sroofcsra ___ P-va lue* 


Week! 


Week 2 


Week 3 


Overall* 


N 

6 

MEAN. GEO MEAN 

0.5,0.4 

SD,SE 

0.42,0.17 

MEDIAN 

0.4 

MIN. MAX 

0.2, 1.3 

5%, 95% 

0.2, 1.3 

Sof BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.6,0.4 

SD,SE 

0.40,0.16 

MEDIAN 

0.5 

MIN. MAX 

0 . 2 , 1.1 

5%, 95% 

0 .2,1.1 

n of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.4,0.3 

SD, SE 

0.23,0.10 

MEDIAN 

0.3 

MIN, MAX 

0.2,0.7 

5%, 95% 

0.2.0.7 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.5,0.4 

SD, SE 

0.29,0.12 

MEDIAN 

0.4 

MIN. MAX 

0 .2.1.0 

5%, 95% 

0 .2,1.0 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found m question 4 of the weekly survey for the corresponding week. 

* P-value from Wikxmon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply ae the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as *1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for foe overall statistics. 
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Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Tinuepoint and Overall 

(Page 211 of264) 


Biomarker: Total 3-tiydroxycotinine (ninof/24hrl 

Analytical Lab: 1NB1FQ 



Timcpoint 

Statistic 

Smokers 

Non-Smoters 

P-value* 

Week 1 

N 

6 

5 

0.0081 

MEAN. GEO MEAN 

33201.994,29446-306 

54.413,41.136 



SD.SE 

16443.9553,6713.2156 

46.9354,20.9901 



MEDIAN 

32778.032 

39.779 



MIN. MAX 

11447.120,59281.220 

14.880, 132.925 



5%, 95% 

11447.120,59281.220 

14.880, 132.925 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

34757,115,29644.668 

35.146, 29.986 



SD,SE 

23109.7163,9434.5022 

22.0406,9.8569 



MEDIAN 

28940.034 

35.650 



MIN, MAX 

13685.048,78161,850 

12.896, 70.392 



5%, 05% 

13685.048, 78161.850 

12.896, 70.392 


ft of BLQ/ALQ Values 

0/0 

4X1 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

25853.932,18736.622 

27.836,26364 



SD.SE 

24683.2568, 11038.6880 

9.8852,4.4208 



MEDIAN 

16042,225 

25.594 



MIN, MAX 

5906.262,68488,280 

15.67.4, 39.680 



554.95% 

5906.262, 68488.280 

15.624, 39.680 


t of BLQ/ALQ Values 

0/0 

5/0 


Overall' 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

32056.944,27264.865 

49.377, 38249 



SD.SE 

20295.1308. 8285.4525 

42.9212, 175225 



median 

25715.951 

37.165 



MIN, MAX 

10346.143,68643.783 

14.467, 132.925 



5%, 95% 

10346.143,68643,783 

14.467, 132.925 



' P-vatue from Wilcoxon rank-sum test 

" Overall values calculated by first averaging the results across vtsits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ'ALQ values for Ihe overall statistics. 
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Table 14.2.1-2 


Biomarker: Total 3-hydraxycotimne fu&'24hr) 

Statist ice! Comparison Between Smokers and Non-Smokers oF24-Hour Urine Biomatkcrs of Exposure by Timepoint and Overall 

(Page 212 of 264) 

Analytical Lab: TNB1FO 


Timepomt 

Statistic 

Smokers 

Non-Smokers 

F-value" 

Week 1 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

6381.423. 5659.580 

10.458, 7.907 



SD,SE 

3160.5282, 1200.2802 

9.0208,4.0342 



MEDIAN 

6299.938 

7.646 



MIN, MAX 

2200.136, 11393.850 

2.860, 25.548 



5%. 95V. 

2200.136, 11393.850 

2.860, 25.548 


It of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

6680.318. 5697.705 

6.755, 5.764 



SO, SE 

4441.6877, 1813,3114 

45360, 1.8944 



MEDIAN 

5562.275 

6.852 



MIN, MAX 

2630266,15022.708 

2.479, 13.529 



5%, 95% 

2630.266, 15022.708 

2.479, 13,529 


it of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

4969.126, 3601,179 

5.350, 5.067 



SD, SE 

4744,1216,2121.6357 

1.8999,0.8496 



MEDIAN 

3083.316 

4.919 



MIN, MAX 

1135.184, 13163.447 

3.003, 7.626 



5%, 95% 

1135.184, 13163,447 

3.003,7.626 


tt of BUJ/ALQ Value* 

0/0 

5/0 


Overall - 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

6161.345,5240.307 

9.490,7.352 



SD, SE 

3900,7240, 1592.4639 

8.2493, 3.3678 



MEDIAN 

4942.606 

7.144 



MIN, MAX 

1988.529, 13193.335 

2.781,25.548 



5%, 95% 

1988.529, 13193.335 

2.781,25.548 



* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by fust averaging the results screw visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tbe BLQ/ALQ values were converted to the limit 
of the quantitotiofl (e.g., T <1.234' will be used as '1J234'] for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Table 14 2 1-2 

Statical Coirtpariean Between Smokers anil Non-Smokers of 24-Hour I Hire Biomarkers of Exposure by Timepoirrt and Overall 

(Page 213 of 264) 


Biotnarker: Total 3-hydroxycotinine ((nmol/24hrycigarettc per day) _ Analytical Lab: 1NB1FQ _ 

litnepoint. _ Statistic _ Smokers _ Non-Smokers _ P-yaltie* 


Week 1 

N 

6 

NA 


MEAN, GEO MEAN 

1836.926,1792.193 



SD.SE 

639.6634.261.1415 



MEDIAN 

1852.551 



MIN, MAX 

954.045,2964.061 



594, 95% 

954.045, 2964.061 



# of BLQ/ALQ Values 

0/0 


Week ?. 

N 

6 

NA 


MEAN. GEO MEAN 

2638.142,2246.506 



SD, SE 

17312715, 706.7886 



MEDIAN 

1879.397 



MIN, MAX 

1222.808,5570.650 



5%, 95% 

1222.808,5570.650 



# of BLQ/ALQ Values 

0/D 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

1981.395,1715.276 



SD, SE 

1106.5131,494.8477 



MEDIAN 

2001.295 



MIN, MAX 

823.186,3424.414 



3%, 95% 

823.186.3424.414 



# of BLQ/ALQ Values 

0/0 


Overall* 

N 

6 

NA 


MEAN, GEO MEAN 

2162.396,2023.888 



SD, SE 

879.8664, 359.2039 



MEDIAN 

1851.419 



MIN, MAX 

1312.972, 3432.189 



5%. 95% 

1312.972,3432,189 



NOTE: Values listed were normalized by uking die original btomarfcer and dividing it by the number of cigarettes found in question 4 of the weekly survey fertile corresponding week. 

' P-value from Wilcoxon rank-sum tost. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g„ '<1,234’will be used as ’12343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Tabic 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 214 of 264) 


Biomarker. Total 3 -hydroxy cotinme ((MR/24ftrVcifiarette per day) 


Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

362.667,344.459 




SD,SE 

122.9436,50.1915 




MEDIAN 

356.061 




MIN, MAX 

1832167,569.693 




5%, 95% 

183.367,569.693 



#of BLCyALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

507.051,431,779 




SD, SE 

332.7503, 135.8447 




median 

361.220 




MIN, MAX 

235.024, 1070.679 




5%, 9514 

235.024, 1070.679 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

380.824,329.676 




SD, SE 

212.6719,95.1097 




MEDIAN 

384.649 




MIN. MAX 

158.216,658.172 




5%, 95% 

158/216,658.172 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

6 


NA 

MEAN, GEO MEAN 

415.613, 388.991 




SD, SE 

169.1105,69.0391 




MEDIAN 

359.687 




MIN, MAX 

252353, 659.667 




5%, 95% 

252353, 659.667 




NOTE: Values listed were normalized by taking the original btomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey fertile corresponding week. 

* P-vjdue from Wilpoxon rank-sum teat 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistic* across subjects. Ccntrrt of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g.. '<1.234' will be used as 'l,234 r ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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i 

l 

j Table 14.2.1-2 

i Statistical Comparison Between Smokers and Non-Smokers of 24-Hour 1 Irine Bitvmarkers of Exposure by Timepoint and Overall 

(Page 215 of 264) 


Bkmarker: Total 3-hydroxycotinine frtmol/mg Creatinine) Analytical Lab: INBIFQ 


Timenoint 

Statistic 

Sn»ken> 

Non-Smokers 

P-value" 

Week I 

N 

6 

5 

0.0080 

MEAN, GEO MEAN 

26.386.21.334 

0.040. 0.032 



SD.SE 

21.9570, 8.9639 

0.0326,0.0146 



MEDIAN 

20.188 

0.025 



MIN, MAX 

9.426, 70.006 

0.019,0.096 



5%, 95% 

9426, 70.006 

0.019,0.096 


# of BLCyAlO Values 

art) 

M0 


Week 2 

N 

6 

5 

0.0075 

MEAN, GEO MEAN 

28,860,23.360 

0 .021,0.020 



SD.SE 

25.1708,10.2759 

00073,0,0032 



MEDIAN 

J 9.587 

0.026 



MIN, MAX 

14.293, 79.539 

0011,0,026 



5%, 95% 

14.293, 79.538 

0.0)1,0.026 


# of BLQ/ALQ Values 

Ott 

4/0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

24.228,18.306 

0 .021,0.020 



SD.SE 

23.6263,10.5660 

0.0070,0.1X131 



MEDIAN 

15321 

0.023 



MIN, MAX 

9.955, 65.930 

0 .012, 0.028 



5%, 95% 

9.955, 65.930 

0.012,0.028 


# of BLQ/ALQ Values 

(VO 

5/0 


Overall' 

N 

6 

6 

0.0051 

MEAN, CEO MEAN 

26.496,21.465 

0.035, 0.028 



SD.SE 

22.6461,9.2452 

0.0306,0.0125 



MEDIAN 

18.599 

0.024 



MIN, MAX 

11.420,71.825 

0.014,0.096 



5%, 95% 

11420,71.825 

0.014, 0.096 


f-Yaiuc from Wilcoxon rank-sum lest. 


’ 0veral1 vohKS calculated by fiist averaging the results serosa visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values doe* not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (e.g.. V:| ,234’will be used as - l J234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the cvetall statistics. 
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Tabic 14-2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcis of Exposure by Timepoim and Overall 

(Page 216 of264) 


Biomarker. Total 3-hydroxYCOtinine (tie,ma Creatinine) _ Analytical Lab: 1NBIFQ 


Timepoim 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week 1 

N 

6 

5 

0.0080 

MEAN, GEO MEAN 

5.071,4,100 

Q.008, Q.006 



SD.SE 

42201, 1.7228 

0.0059, 0.0027 



MEDIAN 

3.880 

0.005 



MIN, MAX 

1.812,13.455 

0.004, 0.018 



5%, 95% 

1.812,13.455 

0.004, 0.018 


# Of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0075 

MEAN, GEO MEAN 

5.547, 4.490 

0.004, 0.004 



SD.SE 

4.8377, 1.9750 

0.0014, 0.0006 



MEDIAN 

3.765 

0,005 



MIN, MAX 

2.747.15.287 

0.002, 0.005 



5%, 95% 

2.747,15.287 

0.002, 0.005 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

4.657,3.518 

0.004, 0.004 



SD, SE 

4.5411,2.0309 

0.0013,0.0006 



MEDIAN 

2.945 

0.004 



MIN, MAX 

1.913.12.672 

0.002. 0.005 



5%, 95% 

1.913,12,672 

0.002,0.005 


# of BLQ/ALQ Values 

0 /0. 

5/0 


Overall* 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

5.093,4.126 

0.007, 0.005 



SD, SE 

4.3527, 1.7770 

0.0056.0.0023 



MEDIAN 

3,575 

0.005 



MIN, MAX 

2.195,13,805 

0.003,0.018 



5 %, 95 % 

2 . 195 , 13.805 

0.003,0.018 



' P-value from Wilcoxon rank-sum test 

’ Overall values calculated by ftret averaging the rauits across viaha within a subject, then calculating the descriptive statistics across subjects. Ccstnt of BLQ/ALQ values does not apply as the BLQ/ALQ values wera converted to the limit 
of the quantification (e.g., '<1.224' will be used as T.234 1 ) for the averages xenon; visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


! 
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Table 14.2.1-2 

Statistical Comparison Retween Smokers and Non-Smokers of 24-Hour Urine Bio markers of Exposure by Time point and Overall 

(Page 217 of264) 


Biomarker: Total 3-hydroxvcotinine ((nmol/mg Creatinincyc.iparenc per day) _ Analytical Lab: INB1FO _ 

Timcpoint _ Statistic _ Smokers _ Non-5moken _ P-value* 


Week 1 

N 

6 


MEAN, GEO MEAN 

1.505, 1.298 


SD. SE 

1.0220,0.4112 


MEDIAN 

1.142 


MIN, MAX 

0.680, 3 .500 


5%, 00% 

0.680, 3.500 


# of BLQ/ALQ Values 

0/0 

W«*V 2 

N 

6 


MEAN, GEO MEAN 

2.096,1.770 


SD, SE 

1.3236,0.5404 


MEDIAN 

1.534 


MIN, MAX 

0.739,3.977 


5%, 95% 

0.739,3.977 


tt of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

1.955, 1.676 


SD, SE 

1.0343, 0.4626 


MEDIAN 

L.757 


MIN, MAX 

0.553, 3.297 


5%, 95% 

0.553,3.297 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

6 


MEAN, GEO MEAN 

1.807, 1.601 


SD, SE 

1.0054, 0.4104 


MEDIAN 

1.548 


MIN, MAX 

0.763, 3 591 


5%, 95% 

0.763,3.591 


NOTE: Values listed were normalised by taking the original biomarker and dividing it by the number Of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoaoo rank-sum test. 

' Oyemll values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistic! across subjects, Count of BLQ/ALQ values dees not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<l234’will be used as T JSi’Jlbrthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 218af264) 


Biomarker: Total 3-hydroxvcotininc Hue/nigCreatiitiPcycigarette per day) Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers __ Non-Smokers _ P-vaiue a 


Week I 


Week 2 


Week 3 


Overall* 


MEAN, GEO MEAN 

0.290,0250 

SD.SE 

0.1964,0.0802 

MEDIAN 

0.220 

MIN, MAX 

0.131,0.873 

5%, 95% 

0.131,0.673 

# of BLQ/ALQ Values 

04} 

N 

6 

MEAN, GEO MEAN 

0.403,0.340 

SD,SE 

0.2544,0.1038 

MEDIAN 

0295 

MIN, MAX 

0.142,0.764 

5%, 95% 

0.142,0.764 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0376.0.322 

SD,SE 

0.1990,0.0890 

MEDIAN 

0.338 

MIN, MAX 

0.106,0.634 

5%, 95% 

0.106,0.634 

ft of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.347,0.308 

SD, SE 

0.1931,0,0788 

MEDIAN 

0.298 

MIN, MAX 

0.147,0.690 

5%. 95% 

0.147.0.690 


NA 


NA 


NA 


NA 


NOTE: Value* listed were normalized by taking the original biomarker and dividing it by the number of cigarette! found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results scrota visits within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ vslues does not apply as the BLQ/ALQ values were converted to the limit 
of tire quantification (e g. ‘< 1 224' will be used as '1.234') fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437854 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-2 


Biomatker: lotal 3-bydroxycotinine (nmoL'L) 

Statistical Comparison Between Smokers and Non-Smokera of 24-Hour Urine Biomatkers of Exposure by Timepoint and Overall 

(Page 219 of 264) 

Analytical Ub: INB1FO 


Timepcint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

W«kl 

N 

6 

5 

0.0075 

MEAN, GEO MEAN 

18760,8,17494.6 

24.5.20.3 



SD.SE 

6817.90,2783.39 

16.64, 7.44 



MEDIAN 

20361.6 

12.4 



MIN, MAX 

8417.0,25578.5 

12.4,44.5 



5%, 95% 

8417.0,25578,5 

12.4, 44.5 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

19977.0, 175942 

18.3,15.8 



SD.SE 

10727.64,4379.54 

13.19,5,90 



MEDIAN 

18523.4 

12.4 



MIN, MAX 

7560.8, 37689J 

12.4,41.9 



5%, 95% 

7560.8, 37689.3 

12.4,41.9 


# of RLQ/ALQ Values 

fi/0 

4/0 


Week 3 

N 

5 

5 

0.0075 

MEAN, GEO MEAN 

[2925.5, 10547.5 

12.4, 12.4 



SD.SE 

9343.85,4178,70 

0 .00, 0,00 



MEDIAN 

9437.8 

12,4 



MIN, MAX 

4279,9, 27954.4 

12.4,124 



5% 95% 

4279.9.27954.4 

12.4.12.4 


# of BLQ/ALQ Values 

0/0 

5/0 


Overall’ 

N 

6 

6 

0.0043 

MEAN. GEO MEAN 

18260.5, 16211.6 

20 .6, 17.8 



SD, SE 

9101.47,3715.66 

12.90,527 



MEDIAN 

17343.5 

12.4 



MIN, MAX 

6752.6.31633.9 

12.4,40.9 



5%, 95% 

6752.6,31633.9 

12.4,40.9 



* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating tbo descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c,g. t , <L234’ will be uacd as *1.234 1 ) for tbe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 616 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437855 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 220 of 264) 


Biomaiker: Total 3-hydroxYcotiwne (nc/mL) 

Analytical Lab: [NBITO 



Tiutcpoint 

Statistic; 

Smokers 

Non-$moke« 

I'-vaiue* 

Week 1 

N 

6 

5 

0.0075 

MEAN, GEO MEAN 

3605-8,3362.4 

4.7,3.9 



SD.SE 

1310,43,534.98 

321,1.44 



MEDIAN 

3913,5 

2.4 



MIN, MAX 

1617.7,4916.2 

2.4, 8,6 



5%, 95% 

1617.7,4916.2 

2.4, 8.6 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

3839.6,3381.6 

3.5,3.1 



SD, SE 

2061.85,841.75 

2.55, 1.14 



MEDIAN 

3560.2 

2.4 



MIN, MAX 

1453.2, 7243.9 

2.4, 8.1 



5%, 95% 

1453.2,7243.9 

2.4, 8 ! 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

5 

0.0075 

MEAN, GEO MEAN 

2484.3,2027.2 

2.4,2.4 



SD, SE 

1795.88, 803.14 

0 .00, 0.00 



MEDIAN 

(813.9 

2.4 



MIN, MAX 

822.6, 5372.8 

2.4,2.4 



5%, 95% 

822.6,5372.8 

2.4,2.4 


# of BLQ/ALQ Values 

0/0 

5/0 


Overall* 

N 

6 

6 

0.0043 

MEAN, GEO MEAN 

3509.7,3115.9 

4.0, 3.4 



SD, SE 

1749.33,714.16 

2.50,1.02 



MEDIAN 

3333.4 

2.4 



MIN, MAX 

1297.8,6080.1 

2.4, 7.9 



5%, 95% 

1297.8,6080.1 

2.4,7.9 



■ P-value from Wilcoxon rank-sum teat. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistic! across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’cl .234'will be used as ’1.234*) for the averages across visits within a subject thus eliminating al] BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 617 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437856 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14-J2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biumarkers of Exposure by Timepointand Overall 

(Page 221 of264) 


Biomarker: Total 3-hydro»ycoiinine ((nmol/LVcigarette per day )_ Analytical Lab: INB1FQ _ 

Timepoint _ Statistic _ Smokers ___ Norr-Smokere _ P-value* 


Week I 

N 

6 


MEAN, GFO MEAN 

1189.4,1064.8 


SD, SE 

551.72,225.24 


MEDIAN 

1119.4 


MIN, MAX 

389.4,2083.0 


5%,95% 

389.4,2083.0 


# of BLQ/ALQ Values 

(V0 

Week 2 

N 

6 


MEAN, GEO MEAN 

1510.8, 1333.3 


SD, SE 

765,95,312.70 


MEDIAN 

1572.6 


MIN, MAX 

517.6,2591.0 


5%, 95% 

517.6,2591.0 


it of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

1034.0,963.6 


SD, SE 

388.91, 173.93 


median 

1243.6 


MIN, MAX 

524.3,1397,7 


5%, 95% 

524.3, 1397.7 


# of BLQ/ALQ Values 

0/0 

Overall' 

N 

6 


MEAN, GEO MEAN 

1270.5,1221.9 


SD, SE 

371.77, 151.78 


MEDIAN 

1317.4 


MIN, MAX 

756.2.1776.3 


5%, 95% 

755,2,1776.3 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* p-vnlue fbom Witeoxon rank-sum rest. 

' Overall values calculated by first averaging the results across visits within a subject, then catarJating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., Vtl.234’ will be used as ’1234') tortile averages across vitits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437857 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14,2 I-2 

Statistical Comparison Between Smokers and Nan-Smokers of 24-Hour Urine Bromarkers of Exposure by Timepornt and Overall 

(Page 222 uf 254) 


Biotnarkcr Total 3-hvdroxycotmine {(nryiuiycicaicttc per day) Analytical Lab: INBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 


na 


MEAN, GEO MEAN 

225.6,204.6 



SD.SE 

106.07,4330 




MEDIAN 

215.2 




MIN. MAX 

74.8,400.4 




S%, 95% 

74.8,400.4 




ft of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 


MEAN, GEO MEAN 

290.4,256.3 



SD.SE 

14723,60.10 




MEDIAN 

302.3 




MIN, MAX 

US.7, 49$ 0 




5%. 95% 

1 18.7,498.0 




# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 


MEAN, GEO MEAN 

198.7, 185.6 



SD, SE 

74.73, 33.42 




MEDIAN 

239X1 




MIN, MAX 

100.8,268.6 




5%, 95% 

100.8,258,6 




# of BLQ/ALQ Values 

0/0 



Overall 

N 

6 


NA 


MEAN, GEO MEAN 

244.2,2349 



SD.SE 

71.44,29.17 




MEDIAN 

253.2 




MIN, MAX 

145.4,341.4 




3%, 95% 

145.4,341.4 




NOTE: Values listed were normalized by faking the original blomarker and dividing it by tfK rajinber ur cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcox on rank-sinn test. 

’ Overall values calculated by first averaging the results across visits within a subject, Ihen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234'will be used as *1234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fertile overall statistics. 
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PM3006437858 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table H.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour I Irine Biomarkers of Exposure by Timepoint and Overall 

(Page 223 of 264) 


Biomarker. Total Cotmine (nn»I/24hf) 

Analytical Lab: INB1FO 



Timcpoim 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week i 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

21538.800,17732.715 

22.473.20.850 



SD, SE 

11226,8961,4583.3611 

9.6010,3.9196 



MEDIAN 

21849.563 

19.360 



MIN, MAX 

3897.624,34631.742 

13200,35.288 



3%, 95% 

3697.624,34631.742 

133100, 35,288 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

21942.772,19820.S73 

25.654,23.904 



SD, SE 

8654.5985,3533.2251 

9.4756,3.5815 



MEDIAN 

25091.510 

30.250 



MIN, MAX 

6895.195,28995.975 

11.440, 37.400 



5%, 95% 

6895.195,28995.975 

11.440, 37.400 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

18359.870,13658.400 

22.446,21.505 



SD, SE 

11454.7088,3122.7015 

7.1197,2.6910 



MEDIAN 

20410.460 

20.680 



MIN, MAX 

2437.770, 31425.320 

13.860,32.010 



5%. 95% 

2437.770.31425.320 

13.860.32.010 


ft of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

20878.243, 17708.653 

23.399,22.442 



SD, SE 

9961.1819,4066.6355 

7.6547, 2.7064 



MEDIAN 

77902,038 

73 467 



MIN, MAX 

4410.196, 31587.791 

12.833,33.457 



5%, 95% 

4410.196, 31587.791 

12.833,33.457 



' P-value fell Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visit* within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted tu the limit 
of the quantification (e.g„ ’<l,234’will be used as ’1.2343 for the averages across visits within a subjeetthus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437859 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Biomarfccr: Total Cotinine (ug/24hr) Analytical 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 224 of264) 

Lab: INB1FO 


Timepoins 

Statistic 

Smokers 

Non-Smokers 

P-va[ue* 

Week 1 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

3795.136.3124.504 

3.960,3.674 



SD, SB 

1978.1792, 807.5883 

1.6917,0.6906 



MEDIAN 

3849.893 

3.412 



MIN, MAX 

686.761,6102.113 

2.326,6.218 



5%, 95% 

686.761,6102.113 

2.326,6.218 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

7 

0.0C34 

MEAN, GEO MEAN 

3866.317,3492.438 

4.520,4.212 



SD, SE 

1524.9404,6225543 

1.6696,0.6310 



MEDIAN 

4421.124 

5.330 



MIN, MAX 

1214.933,5109.091 

2.016,6.590 



5%, 95% 

1214.933,5109.091 

2.016,6.590 


# of BLQ/ALQ VBlue, 

(VO 

74) 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

3235.009,2406.610 

3.955,3.789 



SD, SE 

2018.3196,902.6199 

1.2545,0.4742 



MEDIAN 

3596.323 

3.644 



MIN, MAX 

429.535,5537.141 

2.442, 5.640 



5%, 95% 

429.535, 5537.141 

2.442.5.640 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall’ 

N 

6 

8 

0.0024 

MEAN. GEO MEAN 

3678.747,3120.264 

4.158,3.954 



SD, SE 

1755.1605,716.5413 

1.3489, 0.4769 



MEDIAN 

4035.339 

4 135 



MIN, MAX 

777.076.5565.769 

2.261,5.895 



5%, 95% 

777.076,5565.769 

23261,5.895 



1 P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<1.234’ will be used as ’1.234’) for the average* across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437860 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14-2.1-2 

Statistical Comparison Between Smelters and Non Smokers of 24-Hour Urine Biotnarkers of Exposure by Thnepoint and Overall 

(Page 225 of 264) 


Biomaiter Total Cotinine itnmol'24tnVc.iiaitUe per day) Analytical Lab: INB1FO _ 

Tinjeociut _ Statistic _ __ Smokers ...... Non-Smokers _________ P-value" 


Week I 


Week 2 


Week 3 


Overall" 


N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

tt of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
514, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GBO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


6 

1229.883,1079,267 
823.2641,336,0961 
982.101 

649.604.2885.979 

649.604.2885.979 
0/0 

6 

1914.135,1502.048 
1583.3261,646.3902 
1254.576 

689.520,4832.663 
689.520,4832.663 
(V0 

5 

1797.060, 1250,382 
1634.6604,731.0423 
1020.523 

406295, 4282.406 
406.295,4282.406 
0/0 

6 

1607-238,1310.722 
1140.8004,465,7298 
1107.553 

581.806.3359.319 

581.806.3359.319 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in quest Ion 4 ofdte weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by fret averaging the results across visits within sl subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the Quantification (e.g., VI.234’will be used as ’1.2343 for the averages across visits within a subject Bills eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006437861 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 226 of264) 


Biomarker: Total Cotinine ((ue.'24hrVciEarette per day) 

Analytical Lab: INBlbO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

216.705,190.167 




SD,SE 

145.0589,592201 




MEDIAN 

173.047 




MIN, MAX 

114.460,508.509 




5 %, 95% 

114.460,508.509 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

337270,264.661 




SD, SE 

278.9821,113.8939 




MEDIAN 

221,056 




MIN, MAX 

121.493,851.515 




5%, 95% 

121.493, 851.515 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

316.642,220,317 




SD, SE 

288.0272, 128.8097 




MEDIAN 

179.816 




MIN, MAX 

71J86,754.560 




5%. 95% 

71.589,754.560 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 

MEAN, CEO MEAN 

283.195,230.949 




SD, SE 

201.0090, 82.0616 




MEDIAN 

195.(51 




MIN, MAX 

102,514, 591.912 




5%, 95% 

102.514,591.912 




NOTE: Values listed were normalized by taking the original biomarker and dividing It by the number of cigarettes found in question 4 of the weekly survey lor the corresponding week, 

* P-value from Wiicoxon railk-sum teat 

r Overall values calculated by first averaging the results across vista within a subject, then calculating the descriptive atatisdea acrosa subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1.234' will be used as ' 1 . 234 ,’) tin the averages across visits within a subject thus eliminating all BLQ/ALQ vahies for the overall atatistics. 


Final Draft: 25 March 2003 


Page 623 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437862 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 227 of264) 


Biomarker Total Cotinlnc (nmol/mg Creatinine) 

Analytical Lab: INBIFO 



Timepoint 

Siatiatic 

Smofcera 

Noo-Smokii* 

P-vsIib" 

Week 1 

N 

6 

6 

0,0050 

MEAN. GEO MEAN 

15.933, 12 847 

0.016,0.014 



SD.SB 

9.1696,3.7435 

0.0098,0.OMO 



MEDIAN 

17.813 

0.015 



MIN, MAX 

3.209, 24.408 

0.006, 0.034 



5%, 95% 

3,209,24,408 

0.006,0.034 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

17.374,15.619 

0.018,0.016 



SD.SB 

8.1799, 3.3394 

0.0107,0,0041 



MEDIAN 

16.762 

0.01* 



MIN. MAX 

7.201,27.449 

0,007,0,038 



5%, 95% 

7.201, 27,449 

0-007,0.038 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0056 

MEAN, GEO MEAN 

16.373,13.344 

0,018,0.017 



SD, SB 

9.6689,4.3241 

0,0051,0.0019 



MEDIAN 

19.648 

0.021 



MIN, MAX 

4.351, 25.375 

0.011,0.023 



5%, 95% 

4.351,25.375 

0,011. CLQ23 


# of BLQ/ALQ Values 

(VO 

7/0 


Overall’ 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

16.432, 14.120 

0.019,0,018 



SD, SE 

8.4653,3.4559 

0.0077, 0.0027 



MEDIAN 

17.962 

0.018 



MIN, MAX 

4.920. 25.193 

0.009,0.030 



5%, 95% 

4.920, 25.193 

0.009,0.030 



“ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visit* wtthln a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of tire quantification (c.g., '<[ 224 ' will be used as T.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437863 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

[Page 228 of264) 


Biomarfccn Total Cotinmc (ug/mg Creatinine) 

Analytical Lab, INB1FO 




Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-velue" 

Week 1 

N 

6 


6 

0.004? 

MEAN, GEO MEAN 

Z.8Q7,2.2S 


0.003.0.002 



SD.SE 

1.6159,0.6597 


0.0017,0.0007 



MEDIAN 

3.139 


0.003 



MIN, MAX 

0.565,4301 


0.001,0.01)6 



5%, 55”/, 

0.565,4.301 


0.001,0,006 


# of BLQ/ALQ Values 

m 


6/0 


Week 2 

N 

6 


7 

0 . 0 <n 2 

MEAN, GEO MEAN 

3.061,2.752 


0.003,0.003 



SD.SB 

1.4415, U.5885 


0.0020,0.0008 



MEDIAN 

2.954 


0.002 



MIN, MAX 

1269,4837 


0.001,0.007 



5%. 55% 

1269,4.837 


0.001,0.007 


# of BLQ/ALQ Values 

ora 


7/0 


Week 3 

N 

5 


7 

0.0046 

MEAN, GEO MEAN 

2.885,2-352 


0.003, 0.003 



SD.SE 

1.7035,0.7618 


0.0011,0.0004 



MEDIAN 

3.462 


0.004 



MIN, MAX 

0.767.4471 


0.002,0.004 



5%, 95% 

0.767,4.47] 


0.002.0.004 


# of BLQ/ALQ Values 

0/0 


7/0 


Overall' 

N 

6 


8 

0.0024 

MEAN, GEO MEAN 

2.896, 2.488 


Q.0Q3, Q.003 



SD.SE 

1.4915,0.60*9 


0.0017, 0.0006 



MEDIAN 

3.165 


0.003 



MIN, MAX 

0.867,4.439 


0.001,0.005 



5%, 95% 

<3.867,4.439 


0.001,0.006 



' P-valuc from Wikoxon rank-sum test. " 

Overall value* calculated by first averaging the reaults serose visits within a subject, then calculating the descriptive statistics serosa subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g , '<1.234' will be used as 1 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437864 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokere and Non-Smokers of 24-Hour Urine Biomatkets of Exposure by Timepoint and Overall 

(Page 229 gf264) 


Biomzrker: Total Cotinine ((mnol/nigCfeaiinineydRairtteperday )_ Analytical Lab: INBIFQ ___ 

Tirrepomt_ statistic _ Smokers _ Ncp-Smokera _ P-valuc* 


Week 1 


Week 2 


Week 3 


Overall* 


MEAN. GEO MEAN 

0.913, 0.782 

SD. SE 

0.6117,0.2497 

MEDIAN 

0.626 

MiN, MAX 

0.446, 2.028 

5%. 9544 

0.446,2.028 

# of BLQ/ALQ Values 

era 

N 

6 

MEAN, GEO MEAN 

1.462,1.184 

SD, SE 

1.0294,0.4203 

MEDIAN 

1.066 

MIN, MAX 

0.510,3.058 

5%, 95% 

0.510,3.058 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN. GEO MEAN 

1.671,1.222 

SD, SE 

1.4941,0.6682 

MEDIAN 

0.982 

MIN, MAX 

0.442,4.090 

5%, 95% 

0.442,4.090 

#cf BLQ/ALQ Values 

(VO, 

N 

6 

MEAN, GEO MEAN 

1.293, 1.054 

SD, SE 

0.8934,0.3647 

MEDIAN 

0.927 

MP4, MAX 

0.466.2.611 

5%, 95% 

0.466,2.611 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking die origmsl Momaiker and dividing il by the number of cigarettes found in question 4 of the weekly survey (tor the corresponding week. 

* p-value from Wilcoxon rank-sum test. 

■ Overall values calculated by fust averaging the results across visit* within a subject, then calculating the deacripdve statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted ep the limit 
of the quantification (e.g., « | .234’ will be used as 1.234} far the averages across visits within s subject thus eliminating allBl.Q/AIQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 626 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437865 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomariters of Exposure by Timepoint and Overall 

{Page 230 of 264) 


Bionvarker; Total Cotmine [(Mg/mR CreatinineVcigarette per day) _ Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vahtc 1 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

0.161.0.138 




SD. SE 

0.1076.0.0439 




MEDIAN 

0.111 




MIN, MAX 

0.079,0.357 




5%, 95% 

0.079,0.357 



# of BLQfALQ Values 

OfO 



Week 2 

N 

fi 


NA 

MEAN, GEO MEAN 

0.258,0209 




SD, SE 

0.1813,0.0740 




MEDIAN 

0.188 




MIN. MAX 

0.090, 0.539 




5%, 95% 

0.090, 0.539 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

0295,0215 




SD, SE 

0,2634, 0.1178 




MEDIAN 

0.173 




MIN, MAX 

0.078,0,721 




5%, 95% 

0.078,0.721 



# of BLQ/ALQ Values 

090 



Uverall’ 

N 

6 


NA 

MEAN, GEO MEAN 

0228,0.186 




SD, SE 

0.1573,0.0642 




MEDIAN 

0.164 




MIN, MAX 

0.082,0.460 




5%, 95% 

0.082, 0.460 




NOTE: Values listed ware normalized by taking the original biotmrker and dividing It by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value hum WilcoxtBt rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the deseriptis'e statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.,'<1.234'will be used as'1.234') for the averages across visits wWun a subject thus eliminating nil BIQfAI Q values for the overall statistics. 
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PM3006437866 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

.Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 231 of264) 


Biomarker Total Cotinine (nmoi/L) Analytical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smckeis 

P-valuc‘ 

Week 1 

N 

6 

6 

0.0028 

MEAN. GEO MEAN 

14356.4, 10535.4 

11.0,11.0 



SD,SE 

13129.60,5360.14 

0.00,0.00 



MEDIAN 

11017.2 

11.0 



MIN, MAX 

2865.9, 39806.6 

11.0, 11.0 



5%, 95% 

2865.9,39800.6 

11.0, lt.0 


# of BLQ/ALQ Values 

o/o 

6/0 


Week 2 

N 

6 

7 

0.0015 

MEAN, GEO MEAN 

14653.4,11763.7 

11.0,11.0 



SD.SE 

10167.85,4)51.01 

0,00,0,00 



MEDIAN 

11093.9 

11.0 



MIN, MAX 

3809.5,30867.0 

U.0, 11.0 



5%, 95% 

3809.5, 30867.0 

11 . 0 , u .0 


# of BLQ/ALQ Values 

(VO 

770 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

9971.7,7688.8 

11.0,11.0 



SD, SE 

6819.34,3049.70 

0.00,0,00 



MEDIAN 

5330*8 

11.0 



MIN, MAX 

1766.5, 20274.4 

11.0, 11.0 



5%, 95% 

1766.5, 20274.4 

11.0,11.0 


# of BLQ/ALQ Values 

(VO 

7/D 


Overall* 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

13463.2, 10521.5 

11.0, U.0 



SD, SE 

9773.22, 3989,90 

0.00,0.00 



MEDIAN 

10588.5 

11.0 



MIN. MAX 

2814.0.30316.0 

11.0, 11.0 



5%, 95% 

2814.0,30316.0 

11.0,11.0 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results acrao visits within a subject, then calculating ibe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234' will he used as ’1.234’) for the averages across visits within a subject thus eliminating aJ] BLQ/ALQ value* for the overall statistics. 
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PM3006437867 


RSR 

Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers ami Non-Smokers of 24-Honr Urine Biomarkers of Exposure by Timepoinr ami Overall 

(Pane 232 of 264) 


Biomatker: Total Cotiniae Ine/mL) Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokets 

P-value” 

Week I 

N 

6 

6 

0.002S 

MEAN. GEO MEAN 

2529.6,1856.3 

19, 19 



SD, SE 

2313.43. 944.45 

0.00.0.00 



MEDIAN 

mu 

1.9 



MIN, MAX 

505.0,7013.9 

1.9,1.9 



5%, 95% 

505.0, 7013.9 

1.9, 1.9 


# ofBLQ/ALQ Values 

(VO 

6/D 


Week?. 

N 

6 

7 

0.0015 

MEAN, GEO MEAN 

2581.9,2072.8 

1.9.1.9 



SD, SE 

179169, 731.41 

0.00,0.00 



MEDIAN 

1954.8 

1.9 



MIN, MAX 

671.2, 5438.8 

1.9, 1.9 



5%, 93% 

6712, 5438.8 

1.9, 1.9 


# ofBLQ/ALQ Vahias 

0/0 

7/0 


Week 3 

N 

5 

7 

Q.0Q21 

MEAN, GEO MEAN 

1757,0, 1354.8 

1.9,19 



SD, SE 

1201.54, 537.34 

0.00, 0.00 



MEDIAN 

1467.9 

1.9 



MEN, MAX 

311.3, 3572.3 

1.9,1,9 



5%, 95% 

311.3, 3572.3 

T9,1.9 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

2372.2,1853.9 

1.9, 1.9 



SD, SE 

1722.05,703.03 

0.00,0.00 



MEDIAN 

1865.7 

1.9 



MIN, MAX 

4953. 5341.7 

1.9. 1.9 



5%, 95% 

495.8, 5341.7 

1.9,1,9 



" P-value from Wilcoxon rank-sum teat. 

' Overall values calculated by first averaging the results across visits within a subjeci, then calculating the descriptive statistics across subject!. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to die limit 
of the quantification fe.g., N1.234'will be used as 7,2340 For the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006437868 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bio markers of Exposure by Timepotnt and Overall 

(Page 233 of 264) 


Bionwker: Total Gotmine ((nmol/LyciEaretteper day) 

Analytical Lab: 1NB1FO 



Timcpoint 

Siaiislic 

Smokers 

Noo-Siuokeis 

P-value" 

Week 1 

N 

6 


NA 

MEAN. GEO MEAN 

945.0.641.2 




SD.SE 

1165.85,475.96 




MEDIAN 

490.7 




MIN, MAX 

356.4, 3317.2 




5%, 95% 

356.4,331732 



#ofBLQ/ALQ Values 

C/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

1237.2, 891.5 




SD.SE 

1051.58,429.31 




MEDIAN 

780.9 




MIN, MAX 

381.0,2806.1 




5%, 95% 

381.0,2806.1 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

962.2,703.9 




SD.SE 

510.58, 362.50 




MEDIAN 

418.7 




MIN, MAX 

294.4.1991.8 




5%, 95% 

294.4, 1991.8 



#ofBLQ/ALQ Values 

0/0 



Overall' 

N 

6 


NA 

MEAN, GEO MEAN 

1043.2,790.8 




SD, SE 

884.68,361.17 




MEDIAN 

66L9 




MIN, MAX 

384.4,2604.3 




5%, 95% 

384.4, 2604.3 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

1 P-value from Wllcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating tb« descriptive statistics across subject?, Count of BLQ7ALQ v ^ ues does not apply as tbe BUQ/AhQ values were converted to the limit 
of the quantification (e,g., 1.234'will be used as ’1.234.} for the averages across visit* within a subject thus eliminating all BLQ/AI.Q values for the overall statistics. 


Final Draft: 25 March 2003 


Page 630 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437869 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepoint and Ov erall 

[Page 234 of264) 


Biomarker: Total Cotinine f(nc/mLVciearettc per day) 

Analytical Lab: INB1FQ 


Timepomt 

Statistic 

Smokers Non-Smokers 

P-value’ 

Weekt 

N 

6 

NA 


MEAN, GEO MEAN 

166.5,113.0 



SD, SE 

205.43, 83.$7 



MEDIAN 

86,5 



MIN, MAX 

62.8.584.5 



5%, 95% 

62.8.584.5 



ft of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN, GEO MEAN 

218.0, L57.1 



SD, SE 

18529,75,64 



MEDIAN 

137.6 



MIN, MAX 

67.1.494.4 



5%, 95% 

67.1,494.4 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

169.6,124.1 



SD, SE 

142.83, 63.88 



MEDIAN 

73.8 



MIN, MAX 

51.9,351.0 



5%, 95% 

51.9,351.0 



(f of BLQ/ALQ Values 

0/0 


Overall* 

N 

6 

NA 


MEAN. GEO MEAN 

183.8, 139.4 



SD, SE 

155.89,63.64 



MEDIAN 

116.7 



MIN, MAX 

67.7,458.9 



5%, 55% 

67.7,458.9 


NOTE: Values listed were normalized by biking the dt; 

igitial biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


a P-vatue from Wilcox on rank-sum test. 



’ Overall values calculated by first averaging ihfl results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to die limit 


of the quantification (e.g., 1.234* will be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437870 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour iJrine Biomarkers of Exposure by Timepoint and Overall 

(Page 235 of 264) 


Biomarker Total Nicotine (nmol/24hr) Analytical Lab. INBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-velue' 

Week 1 

N 

6 

3 

0 0282 

MEAN, GEO MEAN 

13340.083, 10943.435 

31.361, 28.707 



SD.SE 

8949.6828,3653.6927 

14.0233, 8.0963 



MEDIAN 

10205.028 

38.100 



MIN, MAX 

5497.128,25327.788 

15.240,40.742 



5%, 95% 

5497.128,25327.788 

15.240,40.742 


# of BLQ/ALQ Values 

(V0 

3/0 


Week 2 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

12368.978,11224.563 

40.565,40.139 



SD, SE 

5727.7162,2338.3303 

6.8172, 3.0487 



MEDIAN 

11942.637 

36.830 



MIN, MAX 

6300.791, 19866.660 

34.925, 51.376 



5%, 95% 

6300.791,19866.660 

3-4.925, 51.376 


# of BLQ/ALQ Values 

(V0 

4.0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

9383.015,8059,175 

29.054,27.748 



SD, SE 

4868.4540,2177.2388 

9.1357,3.4530 



MEDIAN 

9143.680 

26.213 



MIN, MAX 

2723.706, 14156.770 

16.001,40.640 



5%, 95% 

2723.706,14156.770 

16.002,40.640 


# of BLQ/ALQ Vakres 

0/0 

7/0 


Overall' 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

12229.384, 10705.606 

31.847, 31.289 



SD.se 

6469.9832,2641.3596 

6.2904, 2.3775 



MEDLAN 

11297.326 

V1.M8 



MIN. MAX 

4876.534, 19783.739 

22,860,39.298 



5%, 95% 

4876334,19783.739 

22,860, 39298 



* P-value from Wilcoxon rank-sum testa 

* Overall values calculated by first averaging the results across visiis within a subject, then calculating the descriptive statistic* across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {c.g., *< 1 . 234 * will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437871 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Llrine Biomarkers of Exposure hy Time point anti Overall 

(Past 236 of264) 


Biomarker: Toial Nicotine (|ifl/24hr) Analytical Lab: 1NBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smofcera 

P-value" 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

2163.761,1775.025 

5.087, 4.656 



SD. SE 

1451.6384,592.6289 

2.2745, 1.3132 



MEDIAN 

16552256 

6.180 



MIN, MAX 

891.634,4108.167 

2.472,6.608 



5%, 95% 

SV 1.634,4108.167 

2.472, 6.608 


# of BLQ/ALQ Values 

CM) 

3/0 


Week 2 

N 

6 

5 

0.0081 

MEAN, GHO MEAN 

2006.248,1820.624 

6.580,6511 



SD, SE 

929.0356,37921772 

1.1057,0,4945 



MEDIAN 

1937.096 

5.974 



MIN, MAX 

1021.988,3222.372 

5.665.8.333 



5%, 93% 

1021.988,3222.372 

5.665, 8.333 


ft of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

1521.925,1307,198 

4.713,4.501 



SD, SE 

789.6633,353.1482 

1.4816,0.5600 



MEDIAN 

1483.105 

4.252 



MIN, MAX 

441.785,2296.228 

2-596, 6.392 



5%, 95% 

441.785,2296228 

2.596, 6.592 


#nf BLQ/ALQ Values 

ora 

7/0 


Overall" 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

1983.63 S, 1736.449 

5,166,5.075 



3D, SE 

1049.4312,428.4285 

1.0202,0.3856 



MEDIAN 

1832,426 

5.439 



MIN, MAX 

790.974, 3208.922 

3,708. 6.374 



5%, 95% 

790.974,3208.922 

3.708,6.374 



' P-value from Wifcoxon rank-sum test 

" Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as rite BLQ/ALQ values were converted to the limit 
of the quantification (e.g., Nl.234' will be used as '1234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437872 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarttcrs of Exposure by Timepoint and Overall 

(Page 237 of 264) 


Biomarker: Total Nicotine ((mnol/24tnVciEarette per day) 

Analytical Lab: INBIIO 



Timepoint 

Statistic 

Smokers 

Non-Smoker* 

P-valuc* 

Week 1 

N 

6 


NA 

MEAN. GEO MEAN 

853.074.666.051 




SD, SB 

6872070,280.5511 




MEDIAN 

667.862 




MJN, MAX 

305.396,2110.649 




3%. 95% 

303396,2110.649 



ft of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

1143.254, 850.610 




SD, SE 

1002.1522,409.1269 




MEDIAN 

683.182 




MIN, MAX 

341.887, 2887.233 




5%, 95% 

341.887,2887.235 



M of BLQ/ALQ VBhies 

WO 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

964.053, 737.791 




SD, SE 

833-1631, 372.6019 




MEDIAN 

507,982 




MIN, MAX 

344237, 2334.363 




5%, 95% 

344237,2334.363 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 

MEAN, GEO MEAN 

981.707, S08.034 




SD, SE 

652,4491,266.3612 




MEDIAN 

772.619 




MIN. MAX 

385.088.1S74.379 




5%, 95% 

385.088,1874.379 




NOTE: Value* listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/AU) values were converted to the limit 
of the quantification (e.g., ^1.234'will be used as ’1.234') for the averages across visits within a subject thus eliminating all BT-Q/AIXJ value* for the overall statistics. 
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PM3006437873 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 238 of 264) 


Biornarker. Total Nicoline ((ug/24taycigarette per day) _ Analytical Lab: 1NBIFU _ 

Timepoint _ Statistic _ Stnokere _ Non-Smokers _P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, QUO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

ft of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 


6 

138.369,108.033 
111.4649,45.5054 
108.328 

49.535, 342.347 
49535, 342.347 
0/0 

6 

185.436,137.969 
1625493, 66.3605 
110.812 

55.454,468.310 
55.454,468.310 
(VO 

5 

156.369, 119.670 
135.1391, 604361 
82.395 

55.835, 378.634 
55.835, 378.634 
0/0 

6 

159,233,131.063 
105.8274, 43.2039 
125.319 

62.461.304.025 
62.461, 304.025 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biornarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon raok-suni lc*t. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not spply as the BLQ/ALQ values wore converted to the limit 
of the quantification (e.g., tel .234' will be used ns'] .33 4') for the averages across vlaita within a subject thus eliminating ail BLQ/ALQ values for the overall sratlaties. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 239 of 264) 


Biomarker: Total Nicotine (nmol/mc Creatinine) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

S mu kens 

Nun-Smokers 

P-valuc* 

Week 1 

N 

6 

3 

0.0283 

MEAN. GEO MEAN 

9.381.7.928 

0.024.0.022 



SD, SE 

5.4803,2.2373 

0.0129,0.0074 



MEDIAN 

8.947 

0.019 



MIN, MAX 

2.896, 17.795 

0.015,0.039 



5%, 95% 

2.896.17.795 

0.015,0.039 


# of BLQ/ALQ Values 

(VO 

3/0 


Week 2 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

9.755, 8.845 

0.031,0.029 



SD, SE 

4.5862,1.9131 

0.0118,0.0053 



MEDIAN 

9.474 

0.027 



MIN, MAX 

4.131.17.906 

0.016, 0.044 



5%, 95% 

4.131,17.906 

0.016, 0.044 


# of BLQ/ALQ Values 

m 

4/0 


Week 3 

N 

5 

7 

0.0057 

MEAN, GEO MEAN 

8.488,7.874 

0 .021,0.020 



SD, SE 

3.6972, 1.6534 

0.0064, 0.0024 



MEDIAN 

6.628 

0.024 



MIN, MAX 

4.861, 13.377 

0.013, 0.029 



5%. 95% 

4.861.13.377 

0.013,0.029 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

9.367, 8,525 

Q.025,0,024 



SD. SE 

42474, 1.7340 

0.0072,0.0027 



MEDIAN 

9.597 

0.025 



MIN, MAX 

4.393,15.711 

0.015,0.034 



5%, 95% 

4.393,15.711 

0.015,0.034 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results serosa visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g., ^1.234* will be used as 1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table [4.2 I-I 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

{Page 240 of 264) 


Biomarker: Total Nicotine (uc/tiic Creatinine) 

Analytical Lab: INBIFO 



Timcpoint 

Statistic 

Smokers 

Nou-Sinokere 

P-value" 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

1.522, IJ2S6 

0.004.0.003 



SD, SE 

0.8887,0,3628 

0 .0021,0.0012 



MEDIAN 

1,451 

0,003 



MIN. MAX 

0.470,2.886 

0.002,0.006 



5%, 95% 

0.470,2.886 

0.002,0.006 


# of BLQ/ALQ Values 

070 

3/0 


Week 2 

N 

6 

5 

0.0078 

MEAN, GEO MEAN 

1-582, 1.434 

0.005, 0.005 



SD, SE 

0.7601,03103 

0.0019, 0.0008 



MEDIAN 

1.537 

0.004 



MIN, MAX 

0.670,2.904 

0.003,0.007 



5%, 95% 

0.670.2.904 

0.003, 0.007 


# of BLQ/ALC} Values 

0/0 

4/0 


Week 3 

N 

5 

7 

O.OQ53 

MEAN, GEO MEAN 

1.377,1,277 

0.003,0,003 



SD, SE 

0.5999,0.2683 

0.0011,00004 



MEDIAN 

1.075 

0.004 



MIN, MAX 

0.788,2170 

0.002,0.005 



5%. 95% 

0.788, 2.170 

0.002.0,005 


#ofBLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

1.519,1,383 

0.004,0.004 



SD, SE 

0 .6888, 0.2812 

0.0013,0.0005 



MEDIAN 

1.573 

0.004 



MIN, MAX 

0.712,2.548 

0,002.0.006 



5%, 95% 

0.712,2.548 

0 .002, 0,006 



• P-vafue from "Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ‘<1-234' will be used as 1 1.234') for the average* acrow visits wfthm a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2. 12 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 241 of264) 


Bic marker: Total Nicotine ((nmol/mp CreatmineVciflaiette per day) 


Analytical Lab: INB1FO 


Tintepoint 

Statistic 

Smokers 

Non-Smokers 

E-value" 

Week! 

N 

6 


NA 

MEAN, GEO MEAN 

0.615,0.483 




SD.SE 

0.4755.0.1941 




MEDIAN 

0.496 




MIN, MAX 

0.161,1.483 




5%, 95% 

0.161,1.483 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN. GEO MEAN 

0.878,0.670 




SD, SE 

0.6766.0.2762 




MEDIAN 

0.570 




MIN, MAX 

0.207, 1.827 




5%, 95% 

0,207, 1.827 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

0.933,0.721 




SD, SE 

0.7763, 0.3472 




MEDIAN 

0.810 




MIN, MAX 

0.331,2^30 




5%, 95% 

0.331,2.230 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

0.756,0.648 




SD, SE 

0.5055,0.2064 




MEDIAN 

0.636 




MIN, MAX 

0.7.36, 1.448 




5%, 95% 

0236,1.448 




NOTE: Values listed were normalized by taking the original biomarier and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum test 

' Overall values calculated by first averaging the results acrose visits within a subject, then calculating the descriptive statistics across subjects. Count uf BLQ/ALQ values docs net apply as the BLQ/ALQ values vrere converted to the limit 
of the quantification (e,g„ '<] .234’will be used as ’1.234} for the averages across viaits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint ami Overall 

(Page 242 of264) 


Biomarker; Total Nicotine ((u&'mE Creatinine ycigarette per day) 


Analytical Lab: INB1FO 


Timepoint 

SCitisnc 

Smokers 

Not-S mokers 

P-value" 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

0,100.0,078 




SD.se 

0.0774,0.0316 




MEDIAN 

0.081 




MIN, MAX 

0.026,0.241 




5%, 95% 

0.026,0.241 



# of BLQ/ALQ Values 

ora 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

0.143, 0,109 




SD, SE 

0.1095,0.0447 




MEDIAN 

0.093 




MIN, MAX 

0.034,0.296 




5%, 95% 

0.034, 0296 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

0.151,0.117 




SD, SE 

0.1261, 0.0564 




MEDIAN 

0.131 




MIN, MAX 

0.054 ,0362 




5%, 95% 

0.054, 0362 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 

MEAN, GEO MEAN 

0.128,0.105 




SD, SE 

0.0822,0.0335 




MEDIAN 

0.103 




MIN, MAX 

0.038.0235 




5%, 95% 

0.038,0235 




NOTE: Values listed were normalized by taking the original biomarker and dividing il by the number or cigarettes found in question 4 of the weekly survey Jbr the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by ftrat averaging the results acrora visila within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as ’l .234 1 ) for t]» average* across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers anil Non-Smokers nf 24-Honr Urine Rioma titers of Exposure by Tin* 1 point and Overall 

fPage 243 of264) 


B iomarker: Total Nicotine (nmol/L) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

979*9, 6501 .7 

12.7,12.7 



SD,SE 

10412,65,4250.94 

0.00,0.00 



MEDIAN 

4765,0 

12.7 



MIN, MAX 

2468.7,29112.4 

12.7.12.7 



5%, 95% 

2468,7,29112.4 

12.7,12.7 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

8934.2, 6661.8 

20.0,16.7 



SD, SE 

7476.72, 3652.36 

16.41,7.34 



MEDIAN 

5769.3 

12.7 



MIN, MAX 

2954.7, 21362.0 

12.7,49.4 



5% 95% 

2954.7,21362.0 

12,7,49.4 


# Of BLQ/ALQ Value* 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

5251.1,4536.8 

12.7,12.7 



SD,SE 

2902.43, 1298.01 

0.00,0.00 



MEDIAN 

5824.0 

12.7 



MIN, MAX 

1973.7,9133.4 

12.7,12.7 



5%. 95% 

1973.7,9133.4 

12.7,12.7 


» of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

7 

0.0021 

MEAN, GEO MEAN 

8500.5,6413.7 

14.4, 14,0 



SD, SE 

7026.29,2868.47 

4.61, 1.74 



MEDIAN 

5421.7 

12.7 



MIN, MAX 

2744.5,19869.3 

12,7. 24 9 



5%, 95% 

2744.5,198693 

12.7,24.9 



‘ P-value from Wilcoxon rank-sum lest. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<!.234’will be used aa *1.2349 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CR.LT Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-SmoVere of 24-Hour Urine Biotnarkers of Exposure hy Timepoint and Overall 

(Page 244 of264) 


Biomarken Total Nicotine (ng/mL) Analytical Lab; INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-mlue’ 

Week 1 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

1580,4, 1054.5 

2 ,1,2.] 



SD.SB 

1688.92, 689 JO 

0 ,00,0,00 



MEDIAN 

772.9 

2.1 



MIN, MAX 

400.4,4722.0 

2 .1,2.1 



5%, 95% 

400.4,4722.0 

2 .1,2.1 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN. GEO MEAN 

1449.1,1080.5 

3.3,2.7 



SD, SE 

121172,495.09 

2.64, 1.18 



MEDIAN 

935.8 

2.1 



MIN, MAX 

479.3,3464,9 

2 .1, 8.0 



5%, 95% 

479.3,3464, 9 

2 .1, 8.0 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, OEO MEAN 

851.7,735.9 

2 .1,2.1 



SD, SE 

470,78, 210.54 

0 .00, 0.00 



MEDIAN 

944.7 

2.1 



MIN, MAX 

320.1,1481 4 

2 .1,2.1 



5%, 95% 

320.1, 1481A 

2 .1.2.1 


# of BLQ/Ai.Q Values 

0/0 

7/0 


Overall' 

N 

6 

7 

0.0021 

MEAN, GEO MEAN 

[378.8,1040.3 

2.4,2.3 



SD, SE 

1139.66,455.26 

0.76, 0.29 



MEDIAN 

879.4 

2.1 



MIN. MAX 

445.2. 3227.8 

2 .1,4.1 



5%, 95% 

44532, 3222.8 

2 .1.4.1 



* P-vafue from Wifcoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., “<1,234'will be used as *1.234') for the averages across visits within e subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No, 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 245 of 264) 


Blomarker: Total Nicotine ((rnnol/LVcicarette per day! _ Analytical Lab: INB1TO _ 

_ Tirnepoint _gatigtje... _ Smokers _ Non-Smoker _. p. v „v^ 




Week 1 


Week 2 


Week 3 


Overall’ 


MEAN. GEO MEAN 

701.4,395.7 

SD.SE 

880,12,359.3! 

MEDIAN 

404.2 

MIN. MAX 

123.4,2425.1) 

5%, 95% 

123.4,2428.0 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

778.0,504.8 

SD,SE 

724.77,295.89 

MEDIAN 

531.5 

MIN, MAX 

147.7,1942.0 

554, 05% 

147.7, 1942.0 

# of BLQ/ALQ Values 

!V0 

N 

5 

MEAN, DEO MEAN 

528.0,4154 

SD, SE 

186.33, 172.77 

MEDIAN 

329.0 

MIN, MAX 

140.5, 1085.8 

5%, 95% 

140.5. 1085.8 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

677.1,490.8 

SD, SE 

573.72,234,22 

MEDIAN 

567.7 

MIN, MAX 

137.2.1709.7 

5%, 95% 

137.2,1709.7 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking Us original bioirarker and dividing it by tie number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from WHaixon rank-sum tost. 

' Overall values calculated by fust averaging the resuta acroee visits within a subject, then calculating the descriptive statistics across subfacts. Count uf BLQ/ALQ values docs not apply a* the BLQ/ALQ valuei were converted to the limit 
of the quantification (e.g„ 'el.234’ will be used a* 1.2341 for the averages across visits within a subject ihus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarirers of Exposure by Timepoint anti Overall 

(Page 246 of 264) 


Biomarker: Total Nicotine ((ns/mLV'cigarette per day) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

6 


na 

MEAN, GET) MEAN 

1 ll.S, 64.2 




SD, SE 

142.76,58.28 




MEDIAN 

65.6 




MIN, MAX 

20.0,393.5 




5%, 95% 

20.0,393.5 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

126.2,81.9 




SD, SE 

117.55,47.99 




MEDTAN 

86.2 




MfN, MAX 

24.0,315.0 




5%, 95% 

24.0,315.0 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

85.7,67.4 




SD, SE 

62.66,28.02 




MEDIAN 

53.4 




MIN, MAX 

22.8,176.1 




5%, 95% 

22.8,176.1 



# of BLQ/ALQ Values 

0/0 



Overall" 

N 

6 


NA 

MEAN, OliO MEAN 

109.9,79.7 




SD, SE 

93.03,37.98 




MEDIAN 

91.3 




MTN, MAX 

223,277.3 




5%, 95% 

22.3,277.3 




NOTE: Values lilted were normalized by taking the original biomarkerand dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ valueB were converted to the limit 
of the quant ifEcat km (e.g,, ^1.234’ will be used as ’L234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkers of Exposure by Timepoint and Overall 

(Page 247 of 264) 


Biomarker: Trans-3-hydroxycotinine (rmx>l/24ftr) Analytical Lab: INBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

8 

n.0fi24 

MEAN, GEO MEAN 

27286.763,244232243 

27.743, 20.815 



SD, SE 

13018.2385, 5314.6736 

19.8790, 7.0283 



MEDIAN 

26551.035 

23.760 



MIN. MAX 

9903.928.47408,910 

5.880. 56.550 



5%, 95% 

9903.928,47408.910 

5.880, 56.5JO 


* of BLQ/ALQ Values 

Q/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

28780.750,23570.930 

26.811,22854 



SD, SE 

20864.6837, 8517.9715 

15.6177, 59029 



MEDIAN 

24714.345 

23.120 



MIN, MAX 

9062,489, 67799.170 

10.712,47,850 



5%, 95% 

9062.489, 67799.170 

10.712,47.850 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

20684.366,15880.862 

22.055,19.578 



SD, SE 

17932.5493,8019.6799 

11.5204,3.1521 



MEDIAN 

13910.514 

18.228 



MTN, MAX 

5533.662, 51582.300 

9.450,36.375 



5%, 95% 

5533.662,51582.300 

9.450,36.375 


# Of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

20279.497,22293.290 

23.347, 19.730 



SD, SE 

16487.3011,6730.9125 

13.4248, 4.7464 



MEDIAN 

21636.072 

24.725 



MIN, MAX 

8156.693,55596.793 

8.681,38.675 



5%, 95% 

8166.693,55596.793 

8.681,38.675 



" P-value from Wilccxon rank-sum test. 

* Overall values calculated by first averaging the results across vis ha within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply hb the SLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’wilt be used as ’1J234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistic*. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smolers and Non-Smokers of 24-Hour Urine Riomarkers of Fxposnne by Timepoint and Overall 

(Page 248 of264) 


Biomatker: Trans-3-hydroxvcounine (UE/24br) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

8 

0.0024 

MEAN. GEO MEAN 

5244.5IS. 4694.147 

5.332, 4.000 



SD. SE 

2502.1057. 1021.4804 

3.8207,1.3508 



MEDIAN 

5103.109 

4.567 



MIN, MAX 

1903J35,9111.993 

1.130,10.869 



5%, 95% 

I903J35,9111.993 

1.130, 10.869 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN. GEO MEAN 

5531.660. 4530.332 

5.153,4.393 



SD, SE 

4010.1922, 1637.1541 

3.0018, 1.1346 



MEDIAN 

4750.098 

4.444 



MIN, MAX 

1741.810, 13031.000 

2.059, 9.197 



5%, 95% 

1741.810, 13031,000 

2.059, 9.197 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

3975.535, 3052302 

4.239,3.763 



SD, SE 

3446.635y, 1541.3824 

2-2143, 0.9903 



MEDIAN 

2673,601 

3.503 



MIN, MAX 

1063.570,9914.118 

1.816, 6.991 



5%, 95% 

1063.570, 9914.118 

LSI 6. 6.991 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall* 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

5050.920,4284.770 

4626, 3.792 



SD, SE 

3168,8595, 1293.6815 

2.5804, 0.9123 



MEDIAN 

4158.453 

4,752 



MIN, MAX 

1569.638, 10685.704 

1.668, 7.433 



5%, 95% 

1569.638,10685.704 

1.668.7,433 



' P-value from Wilcoxon rank-sum bk. 

‘ Overall value* calculated by first averting the results across visits within a subject, then calculating the descriptive stsditics across subjects. Count of BLQ/ALQ valves does not apply as theBLQ/ALQ values were convened to the limit 
of the quantification (c,g., '<1.234' will be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall ctruistca. 
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PM3006437884 


• • # 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 . 1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarters of Exposure by Timepoint and Overall 

(Page 249 0f264) 


Biongtken Trana-S-hidroxymrinine i(nroob'24hrycigarettcperd av)_Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Smoker* 

Week! 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Valtrei 

6 

1560.823.1486.474 
503.6919,205.6314 
1524.586 

786.539.2370.446 

786.539.2370.446 
0/0 

Week 2 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

2176.587,178623) 
1569.9617,640.9342 
1465.382 

906249,4801.595 
906249,4801.595 
0/0 

Week 3 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

tf of BLQ/ALQ Values 

5 

1617.681, 1453.841 
790.0583,353 3248 
1585.017 

772.806, 2579.1 IS 
772,806,2579.115 
0 ® 

Overair 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

6 

178I.06t, 1665.949 
729.6039,297.8596 
1518,531 

1103,963,2779.840 
1103 963,2779.840 


Non-Smokers 


P-valne* 


NA 


NA 


NA 


NA 


NOTE.- Values listed were normalized by taking the original Womarker and dividing i! by the number of cigarettes found in quest)™ 4 of lire weekly survey for the corresponding week. 

‘ P-vahre from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the nraulta acroas visit* within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the DLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^ 1.234* will be used as '1,234") far the averages across visits within a subject thus eliminating alf RLQ/ALQ values for the overall statisrics. 
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PM3006437885 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepoim and Overall 

(Page 250 of 264) 


Biomarker: Tratu-3-hydroxycotinine ((piy24hr> 'ciji areKeper day) _ Analytical Lab: INBIFQ _ 

Timepoint_ Statistic _ Smokers _ Non-Smokers ______ P-value‘ 


Week 1 

N 

6 

NA 

MEAN, GF.0 MEAN 

2961.990,285.700 



SD. SE 

96.3096,39.5224 



MEDIAN 

293.026 



MIN, MAX 

151.173,455.600 



5%, 95% 

151.173,455.600 


# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 

MEAN, GEO MEAN 

418340,343.314 



SD, SE 

301.7467,123.1876 



MEDIAN 

281.646 



MIN, MAX 

174.181, 922.867 



5%, 95% 

174.181,922.867 


# of BLQ/ALQ Values 

(V0 


Week 3 

N 

5 

NA 

MEAN, GEO MEAN 

310.91 &, 279.428 



SD, SE 

151.8493,67.9091 



MEDIAN 

304.640 



MIN, MAX 

148.533,495,706 



5% 95% 

148.533,495.706 


# of BLQ/ALQ Values 

0/0 


Overall’ 

N 

6 

NA 

MEAN, GEO MEAN 

342.320, 320.195 



SD, SE 

140.2297,57.2485 



MEDIAN 

291.862 



MIN. MAX 

212.182.534,285 



5%, 95% 

212.182, 534.285 



NOTE: Values listed were normalized by tal cing the original bkHnarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


” P-vahte from Wilcoxon rank-sum tea. 

■ Overall values calculated by first averaging the results across visits within a st&ject, then calculating tbe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1 .234' will be used as T .234') for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006437886 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers arid Non-Smokers of 24-Hour Urine Btomaricers of Exposure by Timepoint and Overall 

(Page 251 of 264) 


Biomarker: Trans-j-hydroxycotinine (nmol/mg Creatinine) Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vatue" 

Week 1 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

21.591, 17.695 

0.018,0.014 



SD.SE 

17.3519,7.0839 

0.0129.0.0046 



MEDIAN 

16.395 

0.014 



MIN, MAX 

8.155, 55.986 

0.005,0.041 



5%, 95% 

8.155, 55.986 

0.005,0.041 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

23.863, 18.574 

0.016,0.015 



SD.SE 

22.4716,9.1740 

0.0066,0.0025 



MEDIAN 

15.847 

0.017 



MIN, MAX 

9.465, 68.993 

0.008,0.024 



5%, 93% 

9.465, 68-993 

0.008,0.024 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

19.402,15.516 

0.018,0.015 



SD, SE 

17.0839,7.6401 

0.0108,0.0048 



MEDIAN 

12.774 

0.016 



MIN. MAX 

9.346,49.656 

0.008,0.032 



5%, 95% 

9.346,49.656 

0.008,0.032 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall’ 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

21.660, 17.595 

0.016,0.013 



SD, SE 

18.2969,7.4697 

0.0094, 0.0033 



MEDIAN 

15.202 

0.014 



MIN, MAX 

9 166, 58 212 

0.005,0.032 



5%, 95% 

9.166,58.212 

0.005,0.032 



' P-valufl from Wilcoxou rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. CounT of BLQ/ALQ values docs not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., VI .234’ will be used as ‘1.234) fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437887 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint ami Overall 

(Page 252 of 264) 


Biomarker: Trans-3-hydroxycotinirK (iifi/mg Creatinine) 

Analytical Lab: 1NBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

s 

8 

0.0023 

MEAN, GF.O MEAN 

4.150.3,401 

0.003,0.003 



SD.SE 

3.3353,1.3616 

0.0025,0.0009 



MEDIAN 

3.151 

0.003 



MIN, MAX 

1.567,10.761 

0.001,0.008 



5%, 95% 

1.567, 10.761 

0.001,0.008 


# of BLQ/ALQ Values 

0/0 

00 


Week 2 

N 

6 

7 

0.0032 

MEAN, QEO MEAN 

4.586,3.570 

0.003,0.003 



SD, SE 

4.3189,1.7632 

0.0012,0.0005 



MEDIAN 

3.046 

0.003 



MW, MAX 

1.819,13.260 

0.DQ2,0.005 



5%, 95% 

1.819,13.260 

0.002,0.005 


# of BLQ/ALQ Values 

0/0 

00 


Week 3 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

3,729,2.982 

0.004,0.003 



SD, SE 

33Z837, 1.4685 

0.0018, 0.0008 



MEDIAN 

2.455 

0.003 



MIN, MAX 

1,796,9,544 

0.002, 0,006 



5%, 95V. 

1.796,9.544 

0.002,0.006 


# of BLQ/ALQ Values 

00. 

on 


Overall" 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

4.163,3.382 

0.003,0.003 



SD, SE 

3.5166, 1.4356 

0.0016,0.0006 



MEDIAN 

2.922 

0,003 



MIN, MAX 

1.761,11.188 

0.001,0.006 



5%, 95% 

1.761,11.188 

0.001,0.006 



* P-value from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the result* across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '<1.234' will be used as '1.234') for the averages across visits within A subject thus eliminating all BLQ/ALQ values fertile overall statistics. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by TimepoLnt and Overall 

(Page 253 of 264) 


Biomarker: Trans-3-hydroxycotinine ((nmol/mg Creaiinineycigarettc per day) 


Analytical Lab; INBIFQ 


Tirocpuiut 


Statistic 


Si i jokers 


Non-Smokers 


P-value* 


Week 1 

N 

6 


MEAN. GEO MEAN 

1.241,1.077 


SD, SE 

0.8099,0.3306 


MEDIAN 

0.966 


MIN, MAX 

0.560,2.799 


3%, 95% 

0.560, 2.799 


it of BLQ/ALQ Values 

070 

Week 2 

N 

6 


MEAN, GEO MEAN 

1.719,1.408 


SD, SE 

1.2049, 0.4919 


MEDIAN 

1.126 


MIN, MAX 

0.623,3.450 


5(4, 95(4 

0.623,3.450 


# of BLQ/ALQ Values 

070 

Week 3 

N 

5 


MEAN, GEO MEAN 

1.611, 1.420 


SD, SE 

0.7635,0.3415 


MEDIAN 

1.646 


MIN, MAX 

0.519,2.483 


5%. 95% 

0.519,2.483 


# of BLQ/ALQ Values 

CW 

Overall* 

N 

6 


MEAN, GEO MEAN 

1.486, 1.321 


SD, SE 

0.8156,0.3330 


MEDIAN 

1255 


MIN, MAX 

0.645,2.911 


5%, 95% 

0.645,2.911 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, tbsn calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V: 1.234* will be used as '1.234*) fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepomt and Overnil 

(Page 254 of264} 


Bioroaricer. Tratn-3-hydroxycotiniBC ((pgring CreatinineVcigarcttc per day 1 AnalyticaJ Lab; INH11U _ 

Timepotnt _ Statistic _ Smokers _Non-Smotoa_f-value* 


Week I 

N 

6 


MEAN, GEO MEAN 

0239,0207 


SD, SE 

0.1555,0.0635 


MEDIAN 

0.186 


MIN, MAX 

0.108,0.538 


5%, 95% 

0.108,0.538 


* of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0330,0371 


SD, SE 

0.2315,0.0945 


MEDIAN 

0.217 


MIN, MAX 

0.120, 0.663 


5%, 95% 

0.120, 0.663 


# of BLQ/ALQ Values 

m 

Week 3 

N 

5 


MEAN, GEO MEAN 

0310,0.273 


SD, SE 

0.1466, 0.0655 


MEDIAN 

0.316 


MIN, MAX 

0.100,0.477 


5%, 95% 

0.100,0.477 


# of BLQ/ALQ Values 

era 

Overall* 

N 

6 


MEAN, GEO MEAN 

0.286, 0.254 


SD, SE 

0.1565, 0.0639 


MEDIAN 

0.241 


MIN, MAX 

0.124.0.559 


5%, 95% 

0.124,0.559 


NOTE: Values listed were normalized by inking the original biomarksr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vishw from Wikoxon rank-sum test. 

* Overall values calculated by first averaging the results serosa visits within a subject, iben calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<] 2114' will be used as '1.234') forlhe averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006437890 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 


Bio marker: Trans-3-hydroxy cod mire (nmol/L) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure bv Timepoint and Overall 

(Page 255 of 264) 

Analytical Lab. INB1FO 


Timepoint 

Statistic 

Smokers 

No-n-Smokers 

P-value“ 

Week I 

N 

6 

8 

0.0024 

MEAN. GEO MEAN 

15531.5. 145103 

12.9.10.0 



SD.SE 

5703.03,2328.25 

9.94,3,51 



MEDIAN 

16253.2 

83 



MIN, MAX 

7282.3, 21708.6 

4.9,31.9 



5%, 95V. 

72823, 21708.6 

4.9,31.9 


ft of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

16215.6,13989.4 

12.7,10.9 



SD,SE 

8993.85, 3671.72 

7.86.2.97 



MEDIAN 

14730,5 

10.3 



MIN, MAX 

5006.9, 30541.0 

6.0,27.6 



5%, 95% 

5006.9, 30541.0 

6.0,27.6 


ff of BLQ/ALQ Value* 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

10483.2, 8939.9 

11.3, 10.7 



SD,SE 

6664.13, 2980.29 

4.09,1.83 



MEDIAN 

8860.2 

12.4 



MIN, MAX 

4009.9,21054.0 

7.0, 16.9 



5%, 95% 

4009.9,21054.0 

7.0.16.9 


# of BLQ/ALQ Values 

0/0 

04) 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

14945.7, 13284,5 

11.3, 10.0 



SD,SE 

7410.05, 3025.14 

6.05,2.) 4 



MEDIAN 

14143.7 

10.6 



MIN. MAX 

5433.0,26124.8 

5.5. 222 



5%, 95% 

5433.0,26124.8 

5.5,222 



’ P-value from Wjicoxcm rank-sum test 

* Overall values calculated by first averaging the results across visits within B subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c,g. y ’<1.234’will be used as *1.234’) for the overagea acroaa visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006437891 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 256 of2641 


Biomarker Trans-3-hydroxycotinme (n g/mL) Analytical Lab; INB1FO 


Timspoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

2985.2.27*8.9 

2.5,1.9 



SD, SE 

1096.11.447.48 

1.92, 0.68 



MEDIAN 

3123.9 

1.6 



MIN, MAX 

1399.7,4172.4 

0.9, 6.1 



5%, 95% 

1399.7,4172.4 

0.9,6.1 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

3116.6,2688,7 

2.4,2.1 



SD, SE 

1728.63,705.71 

1.50,0.57 



MEDIAN 

2831.2 

2.0 



MIN, MAX 

962.3, 5870.0 

1.2, 5.3 



5%, 93% 

962.3,5870.0 

1.2, 5.3 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0,0119 

MEAN, GEO MEAN 

2014,9,1718.2 

2.1,2.0 



SD, SE 

1280.85, 572.8! 

0.79,0.35 



MEDIAN 

1702.9 

2.4 



MIN, MAX 

770.7,4046.6 

1.3,3 ,2 



5%, 95% 

770.7, 4046.6 

1.3, 3.2 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall" 

N 

6 

8 

0.0024 

MEAN,OEO MEAN 

2872.6,2553.3 

2.2,1.9 



SD, SE 

1424.22,581.44 

1.15,0.40 



MEDIAN 

2718,4 

2.0 



MIN, MAX 

1044.2,5021.2 

1.1.4.2 



5%, 95% 

1044.2,5021,2 

1.1,4.2 



* P-vahje from Wikaxon rank-sum test. 

4 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
af the quantification (c.g,, *<1.234* will be used as *1.234for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437892 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 I -2 

Statistical Comparison Between Smokers ami Non-Smokers of 24-Hour Urine Biomaiiers of Exposure by Timepointand Overall 

(Page 257 of 264) 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 


NA 

MEAN. GEO MEAN 

992.0,883.1 




SD.SE 

474.97, 193.91 




MEDIAN 

920.8 




MIN, MAX 

321.0,1758.1 




5%, 95% 

321.0,1758.1 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

122X6,1060.1 




SD.SE 

663.49,270.87 




MEDIAN 

1276,8 




MIN, MAX 

500.7,22333 




i%, 9S% 

500.7, 2233.3 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

854.5, 818.4 




SD.SE 

258.22, 115.48 




MEDIAN 

1022.6 




MIN, MAX 

492.2, 1052.7 




5%. 95% 

49222.1052.7 



# of BLQ/ALQ Values 

Q/D 



Overall’ 

N 

6 


NA 

MEAN, GEO MEAN 

10442,10073 




SD.SE 

292.56,119.44 




MEDIAN 

1092,5 




MIN. MAX 

636.9, 1413,8 




5%, 95% 

636.9,1413.6 




* P-value from Wilcox on rank-sura test. 

* Overall valuca calculated by first averaging the results across visits within A subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BI.Q/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’wiU be used as *1.234} for the averages across visits withina subject thus eliminating all BLQ/ALQ values for foe overall statistics. 
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PM3006437893 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 1-2 

Statistical Comparison Between Smokers and Nor-Srriokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page258 of 2641 

Biomarker: Traua-3-TiydroxyouUnine ((nE/'niLVcigarette pet day) _ Analytical Lab: 1NBIFO __ 

Timepomt _ Statistic _ Smokers _Non-Smokers_ ~ ~ P-value^ 


Week 1 


Week 2 


Week 3 


Overall' 


MEAN, GEO MEAN 

190.7,169.7 

SD, SE 

9129, 37.27 

MEDIAN 

177,0 

MIN, MAX 

61.7,337.9 

5%, 95% 

61.7,337.9 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, OEO MEAN 

235,0, 203.8 

SD, SE 

127.51,52.06 

MEDIAN 

245.4 

MIN, MAX 

96-2,4292 

5%. 9S% 

96.2, 4292 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, OEO MEAN 

164.2,157.3 

SD, SE 

49.61,22.19 

MEDIAN 

196.5 

MIN, MAX 

94.6,202.3 

JM, 95% 

94.5,2023 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

200.7, 193.6 

SD. SE 

56.23,22.96 

MEDIAN 

210,0 

MIN, MAX 

122.4,271.7 

5%, 95% 

122.4,271.7 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarkerand dividing it by die number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum lest. 

' Overall vahies calculated by first averaging the results across visits wirhin a subject, then calculating the descriptive statistics serosa subjects. Count of BIQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *cl.234’ will be used as 1,124") for die averages across visits within a subject tfnis ellmlnaling all BLQ/ALQ values for the overall statistics. 
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PM3006437894 


• • # 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Noit-Sntoliers of 24-Hour [trine Bionwrkere of Exposure by Time point and Overall 

(Page 259 of264) 


Bioinariter. Trans-.t-hydrpxycoiinine-O-Hluanoriide i ntnoVL) 

Analytical Ub; 1NB1FO 



Timcpoutt 

Statistic- 

Smokos 

Nun-Smokers 

P-value* 

Week 1 

N 

6 

2 

o.m% 

MEAN. GEO MEAN 

3229.3,2944.5 

IK. r. 17.2 



SD, SE 

1244.01.507.87 

7.71,5.45 



MEDIAN 

3884.0 

18.1 



MIN, MAX 

1184.7,4122.8 

12.6,23.5 



554, 95% 

1134.7,4122.5 

12.6,23.5 


« of BLQ/ALQ Values 

Qfl 

0/0 


Week! 

N 

6 

I 

NA 

MEAN, GEO MEAN 

3761.5,3336.9 

14.3,14.3 



SD, SE 

2090.58,853.52 

NA, NA 



MEDIAN 

2948.4 

14.3 



MIN, MAX 

1937.9,7148.3 

14.3, 143 



5 V 95% 

1937.9,7148.3 

NA, NA 


# of BLO/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

2442.3,1338.9 




SD, SE 

2744.27, 1227.28 




MEDIAN 

1240.5 




MIN, MAX 

270.0.6900.4 




5%, 95% 

270.0,6900.4 



KofSLQ/ALQ Values 

0/0 



Overall* 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

3314.7,290S.5 

18,5,17.8 



SD, SE 

1730.35,706.41 

7.07, S.00 



MEDIAN 

3199.8 

18.5 



MIN, MAX 

1319.5,5509.1 

13.5,23,5 



5%, 95% 

1319.5, 5509.1 

13.5, 23.5 



' P-value from Wticoxon rani-sum test. ‘ 

Overall values calculated by first averaging the result* across visits within * subject, then calculating the descriptive swishes across subjects. Count of BLQ/ALQ values does rat apply as tlte BEQJALQ values were converted to the limit 
oftlw quantification (e.g., V1.234’wil| be used as '1,234') for tbe averages across visits within a Subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437895 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 7 1.2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Bromartere of Exposure by Timepoint and Overall 

[Page 260 of 264) 


Biomarker: Tians-3-hydroayu)tiiune-0-clucun>iude ((nmoi/LVcioarettc per day) _ Analytical Lab: INBifO 


Tnnepotnt 

Statistic 

Smoker* 

Non-Smokers 

Week! 

N 

5 


MEAN, GEO MEAN 

197.4, 179,2 



SD, SE 

83.47,34.08 



MEDIAN 

196,9 



MIN, MAX 

68.4.324.8 



594,95% 

68.4,324.8 


U of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 


MEAN, GEO MEAN 

288.2,252.9 



SD,SE 

144.58,59.02 



MEDIAN 

306.4 



MIN, MAX 

96.9,494.5 



5%, 95% 

96.9,494.5 


# of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 


MEAN, GEO MEAN 

179.5, 122.6 



SD, SE 

137.74,61.60 



MEDIAN 

206.8 



MIN. MAX 

32.1,345.0 



5%, 95% 

32.1,345.0 


# of BLQ/ALQ Values 

0/0 


Overall* 

N 

6 


mean, geo mean 

226.3,213.1 



SO, SE 

84.55, 34.52 



MEDIAN 

225.0 



MIN, MAX 

U9.3,362.6 



5%, 95% 

1193,362.6 



P-vatue* 


NA 


NA 


NA 


NA 


NOTE: Value* listed were normalized by tailng the original blwnarker and dividing It by the number of cigarettes fouad in rjwwtion 4 of the weekly survey (bribe corresponding week. 

* P-value from Wilooxon rank-sum teat. 

‘ Overall values calculated by first averaging the results acmes visits within a subject, then calculating th* descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
ofthequaMiftcatiom (e.g., ^1.234'will be used as '[.2343 for the averages across visits within a subject thus eliminating all Br.Q/ATQ values for the overall statistics. 
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PM3006437896 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 261 of264) 


Biomarker Tibds- 3-hydroxycotmine-Q-glucuronide (nmol/24hrj _ Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week] 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

5915.230,4956.210 

46.567,35.776 



SD.SE 

3528.2682, 1440.4094 

42.1556,29.8085 



MEDIAN 

5879.115 

46.567 



MIN, MAX 

1543.192, 11872.310 

16.758, 76.375 



5%, 95% 

1543.192, 11872.310 

16.758,76.375 


# of BLQ/ALQ Values 

0/0 

O/O 


Week 2 

N 

6 

i 

NA 

MEAN, GEO MEAN 

5976.365, 5622.441 

24.024, 24.024 



SD,SE 

2460.4198, 1004.4622 

NA, NA 



MEDIAN 

4840.694 

24.024 



MIN, MAX 

3837.042, 10362.680 

24.024, 24.024 



5%, 95% 

3837.042, 10362.680 

NA, NA 


# cf BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

5169.565,2378.384 




SD, SE 

6804.7412,3043.1728 




MEDIAN 

2667.075 




MIN, MAX 

372.600, 16905.980 




534,95% 

372.600, 16905.980 



BLQ/ALQ Virtues 

0/0 



Overall' 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

5777.447,4931.665 

48383, 39.463 



SD, SE 

3856.0276, 1574.2167 

39,5867,27.9920 



MEDIAN 

4375.768 

48.383 



MIN, MAX 

2179.450, 13046.990 

20,391,76.375 



5%, 95% 

2179.450,13046.990 

20.391,76.375 



* P-value from Wilcoxop rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g M ^<1,234’will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437897 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomatkers of Exposure by Timepoirit and Overall 

(Page 262 of264) 


Biomarker: Tians-3-hydfoxycotfoifle-Q-glucuronide Umtt0l/24hr)/clsafle[ie per day) Analytical Lab: INBIFQ _ 

Timeggint Statistic Smokers _ Non-Si inkers _ P-vaIue a 


Week 1 

N 

6 


MEAN, GEO MEAN 

326.104,301.650 


SD, SE 

148.2217,60.5112 


MEDIAN 

276.753 


MIN, MAX 

167.506,593.616 


5%, 95% 

167.506,593.6)6 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

461,555,426.075 


SD, SE 

1893290,7722932 


MEDIAN 

461.075 


MIN, MAX 

191.852,769.055 


SK, 95% 

191.852,769.055 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

363.714,217.734 


SD, SE 

328.0110, 146.6910 


MEDIAN 

416,278 


MIN, MAX 

50.380, 845.299 


5%, 95% 

50.380.645-299 


# of BLQ/ALQ Values 

0/0 

Overall" 

N 

6 


MEAN, GEO MEAN 

381,335,355.488 


SD, SE 

159.8954, 65.2770 


MEDIAN 

352.888 


MIN, MAX 

209.009,652.350 


5%, 95% 

209.009,652.350 


NOTb: Values listed were normalized by taking the original biomarker and dividing it by Ihc number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum teat. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V:| .2.34’will be used as ’1.234^ for the averages across visits within a subject thus eliminating all BTjQMI .Q values for the overall statistics. 
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PM3006437898 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2 1-2 

Statistical Comparison Between Smokers ami Non Smokers of 24-Hour Urine Biomarkera of Exposure try Titnepoint and Overall 

l Page 263 of264) 


Biomarker: Trans-3-bvdroxvcotinine-O-glucuronide (nmol/mg Creatinine) Analytical Lab: 1NBIFO 


Timewiiil 

Statistic 

Smokers 

Non-Smokers 

P-value“ 

Week 1 

N 

6 

2 

0.0668 

MEAN. GEO MEAN 

4.796,3.591 

0.031, 0.020 



SD,SE 

4.6266, L.SS88 

0.0339, 0.0240 



MEDIAN 

3.582 

0.031 



MIN, MAX 

1-271.14.020 

0007,0.055 



554, 9334 

1.271,14.020 

0.007, 0.055 


# of BLQ/ALQ Vahies 

0/0 

0/0 


Week 2 

N 

6 

1 

NA 

MEAN, CrEO MEAN 

4.998,4.431 

0,009, 0.009 



SD.SE 

2.9163,1.1906 

NA.NA 



MEDIAN 

4.687 

0.009 



MIN. MAX 

2.318,10.545 

0.009,0.009 



5%, 95% 

2318, 10.545 

NA, NA 


# of BLQ/ALQ Values 

(VO 

0/0 


Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

4.826,2.324 




SD, SB 

6.5574,2.9326 




MEDIAN 

2.547 




MIN, MAX 

0.609, 16.275 




5%, 95% 

0.609.16.275 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

4.837,3.842 

0,032, 0.021 



SD, SE 

4.3685, 1,7834 

0.0332, 0.0235 



MEDIAN 

3.397 

0.032 



MIN, MAX 

2.192, 13.613 

0,008, 0.055 



5%, 95% 

2.192,13.613 

0.008,0.055 



‘ F-vslue from Wilcpxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of QLQ/ALQ values does not apply as the BLQ/ALQ values were converted to llte limit 
□f the quantification (e.g., ^1234'will be used as ’1.2345 for the averages mm visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437899 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 264 of 264) 

Biomarker. Trans-3-hydroxycotininc-Q-glucuronide fCrnnol/mg Creatinine ycigjusne per day) _ Analytical Lab: INBIFP _ 


Thnepuiifl _ Statistic _ m _ Smokers _ Non-Smokers _ P-value 1 


Werkl 

N 

6 

NA 


MEAN, C1EO MEAN 

0.265,0.219 



SD.SE 

0.2168,0.0885 



MEDIAN 

0.201 



MIN, MAX 

0.119,0.701 



5%, 95% 

0.119,0.701 



tf of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN, CEO MEAN 

0.378,0.336 



SD.SE 

0.1636, 0.0668 



MEDIAN 

0.449 



MIN, MAX 

0.116,0.527 



5%, 95% 

0.116,0.527 



# of BLQ/ALQ Values 

tvo 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

0344, 0.213 



SD.SE 

0.3074,0.1375 



MEDIAN 

0336 



MIN, MAX 

0.034,0.814 



5%, 55% 

0.034,0,814 



# of BLQ/ALQ Values 

[VO. 


Overall' 

N 

6 

NA 


MEAN, GEO MEAN 

0.321,0378 



SD, SE 

0.1946,0.0795 



MEDIAN 

03293 



MIN, MAX 

0.118,0.68! 



5%, 95% 

0.118,0.681 



NOTE: Values listed were normalized by taking the original biotnarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-'value from Wilcoxo-n rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234* will be used as ’1.234*) for the avoragea across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437900 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of F.xhalate Riomarkers nf Exposure by Timepoint and Overall 

(Page I of 8) 


Biomarker; Acetonitrile (nL/L @20 ‘C and 1 atm) _ Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Noti-Smokers 

P-value" 

Week 1 

N 

50 

65 

0.0020 

MEAN, GEO MEAN 

12771.2&>, 2830.905 

23024.374,9604.280 



SD, SE 

16174.6257,2287,4375 

20647.3178.2560.9846 



MEDIAN 

7559.747 

19298.217 



MIN, MAX 

27.047,61266.718 

27.047,90418.051 



5%, 95% 

27.047,43336.359 

92.902,54497.370 


# of BLQ/ALQ Values 

3/12 

2/0 


Week 3 

N 

46 

65 

0.(1003 

MEAN, GEO MEAN 

14740.147,4167.738 

25525.906, 16294.636 



SD, SE 

15322.4372,2259,170! 

15334.1170, 1901.9631 



MEDIAN 

11061.267 

25973.434 



MIN, MAX 

27.047,55212.198 

27.047.64440.436 



5%, 95% 

360.626,41797.811 

571.554, 48358.890 


# of BLQ/ALQ Values 

1/14 

1/0 


Week 6 

N 

42 

65 

<.0001 

MEAN, GEO MEAN 

13484.527,3570.907 

25638.963, 17780.694 



SD, SE 

15300.2649,2360.8821 

13884.4733, 1722J 570 



MEDIAN 

6200.319 

28505.088 



MIN, MAX 

27.047,57117.622 

143.554, 58955.534 



5%, 95% 

360.626. 38261.231 

2225.726, 46880.751 


# of BLQ/ALQ Values 

2/12 

0/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

14217.256,5394.281 

24729.748, 21455.756 



SD, SE 

13608.7604, 1924.5694 

11459.6009,1421.3386 



MEDIAN 

13301.411 

24283.147 



MTN, MAX 

138.408, 61266.718 

2561.353, 52452.649 



5%, 95% 

249.433,41598.061 

6272.987, 39744.215 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across Waits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of tire quantification (c.g., ’cl .234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all DLQ/ALQ value® for the overall statistics. 




I 
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PM3006437901 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhalate Biontarkers of Exposure by Timepoint and Overall 

(Page 2 of 8) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

F-value‘ 

Week 1 

N 

50 

65 

0.0020 

MEAN, GEO MEAN 

530.898,117.677 

957.116, 399.243 



SD.SE 

672.3739,95.0880 

858.3023, 106.4593 



MEDLAN 

314257 

802.221 



MIN. MAX 

1.124,2546.837 

1.124,3758.649 



5%, 95% 

1.124, 1801.478 

3.862, 2265.438 


# ofBLQMLQ Values 

3/12 

2/0 


Week 3 

N 

45 

65 

0.0003 

MEAN, GEO MEAN 

612.743. i 732250 

1061.103, 677.359 



SD,SE 

636.9487,93.9130 

637.4342,79.0640 



MEDIAN 

459.814 

1079.707 



MiN, MAX 

1.124, 2295,153 

1.124,2678.768 



5%, 95% 

14.991, 1737521 

23.759,2010.263 


# of BLQ/ALQ Values 

1/14 

1/0 


Week 6 

N 

42 

65 

<.0001 

MEAN, GEO MEAN 

560.547,148.439 

1065.803,739.139 



SD, SE 

636.0270,98.1411 

577.1730,71.5895 



MEDIAN 

257.745 

1184.947 



min, max 

1.124,2374.361 

5.968,2450.762 



5W, 93% 

14.991, 1590.507 

92.523.1948.797 


# of BLQ/ALQ Values 

2/12 

0/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

591.007, 224.238 

1028.007, 891.909 



SD.SE 

565,7117,80.0037 

476.3719,59.0867 



MEDIAN 

552.935 

J 005 443 



MIN. MAX 

5.753. 2546.837 

106.475,2180.439 



5%, 95% 

10.369,1729.2!8 

260.766, 1652.154 



' P-valuc from Wilooxon rank-ium test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ value* does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V: 1.234’ will be uacd as 1.2341 for the averages a cross via its within a subject thus eliminating all BLQ/ALQ values for the overall statistic*. 
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PM3006437902 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exlulate Biomarkers of Exposure by Timcpoint and Overall 

(Page 3 of 8) 


Biomaifecrr Acetonitrile ((nL/L (£>20 “C and 1 aUnycigarerte per day) Analytical Lab - Madison 

Timepomt 

Statistic 

Srvjokerfi 

Non-Smokers 


Week 1 

N 

so 


NA 


MEAN, GEO MEAN 

1086.236, 217.463 



SD, SE 

2682.8000,379.4052 




MEDIAN 

546.023 




MIN, MAX 

1.378,18842.877 




5%, 95% 

2.254,2802.105 




# of BLQ/ALQ Values 

3/12 



Week 3 

N 

46 


NA 


MEAN, GEO MEAN 

1430,704,3321223 



SD, SE 

2317.4116 341.6837 




MEDIAN 

833.470 




MIN, MAX 

1.803,13126227 




5%, 95% 

18.031,5639.894 




# of BLQ/ALQ Values 

1/14 



Week 6 

N 

42 


NA 


MEAN, GEO MEAN 

1495,642, 267.395 



SD, SE 

3294.4494, 508.3446 




MEDIAN 

378.483 




MIN. MAX 

1352, 19039:207 




5%, 95% 

14.425, 5729.977 




# of BLQ/ALQ Values 

2/12. 



Overall* 

N 

50 


NA 


MEAN, GEO MEAN 

1355.640,435.265 



SD.SE 

1920.0254, 21 1,5326 




MEDIAN 

877 738 




MIN, MAX 

6,920,11017.118 




5%, 95% 

15.627,4456.056 



note. Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wiiccxon rank-sum test. 


' °T n VShl t S C * kuta<d ^ firet Hvcraging the rwults aeraa visits within a subject, then calculating the descriptive atmiatta across sobjccts. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'tl .234’ will be used as '1.234') for the averages across visits within a subject thus eliminating nil BLQ/ALQ values for the overall stntisnca. 
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PM3006437903 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokere of Exhalate Biomarkers of Exposure by Timepcint and Overall 

(Page4of8) 


Biomarker; Acetonitrile ((nmol/LVcigarette perdav l_ Analytical Lab: Madison 


Timepoird 

Statistic 

Smokers 

Week 1 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

3%. 95 y. 

ft of BLQ/ALQ Values 

50 

45.154,9.039 
111.5231,15.7717 
2Z.698 

0.057, 783 292 
0.094. 116.483 
3/12 

Week 3 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MTN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

46 

59.474,13.812 
96.3340, 14-2037 
34.647 

0.075, 545.653 
0.750,234.449 
1/14 

Week 6 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

42 

62.173,11.116 
136.9492, 21,1317 
15 734 

0.056, 791.454 
0.600, 238,193 
2/12 

Overall' 

N 

MEAN. GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

50 

56.354. 18.095 
79.8149, 11.2875 
36.487 

0.288,457.978 
0.650, 185.237 


Npn-SrookeTS _P-yaiuc* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. " ~ 

" P-value from Wilcaxon rank-sum test. 

’ C ^' rsl1 vaiues “ lcul f ,ed bv nret kveraging the results across visits within a subject, then calculating the descriptive statistic., .cross subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., Vr] ,234 will be used as ’1.2343 fw the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2002 


Page 665 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437904 


i 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.).3 

Statistical Comparison Between Smokers and Ncn-Smakers of Exhrthte Riomarkers of Firpoe-irr by Timepo'mf and Overall 

(Page 5 of*) 


Bitunarket: Acetonitrile (ng/mL) Analytical Lab: Madison 


Timcpoint 

Statistic 

Smoker? 

Non-Smokers 

P-value* 

Week l 

N 

50 

65 

0.0020 

MEAN,CEO MEAN 

35+1422.49,78+997.78 

6384559.49,2663225,25 



SD.SE 

4485153.910,43+296.549 

5725412.124,710149.973 



MEDIAN 

2096285.14 

53513 021 



MIN, MAX 

7300.00, 16988996.62 

7500.00,25072535,47 



5%, 95% 

7300.00,12016985.39 

25761,32,15111*85,45 


If of BLQM.LQ Values 

3712 

2/0 


Weeks 

N 

45 

65 

0.0003 

MEAN, GEO MEAN 

4087379.02, 1155695.46 

7078223.49,4518431.88 



SD, SE 

4248845.728,626458.126 

4252084.490,527406.171 



MEDIAN 

3067241.42 

7202321.10 



MtN, MAX 

7500.00,15310104.26 

7500.00, 17809034.85 



5%, 95% 

1COOOO.OO, 11590352.6* 

158489.34, 134097)1X6 


# of BLQ/ALQ Values 

1/14 

1/0 


Weekd 

N 

42 

65 

<.0001 

MEAN, GEO MEAN 

3739201.06, W0196.87 

7109573.85,4930509,83 



SD, SE 

4242697.448, 654662,429 

3850104.529, 477546.693 



MEDIAN 

1719321.63 

7904337.84 



MIN, MAX 

7500,00,15*38470.tB 

39*06.96,1634*11524 



5%, 95% 

100000.00,10609674.23 

617184.22, 17999691.M 


» ofBi.Q/ALQ Values 

2/12 

0/0 


QveraJI* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

3942383.60,1495*10.65 

685745228, 594958*46 



SD, SE 

3773650.566, 533674.781 

3)77697.892, 394144.913 



MEDIAN 

36*8423 .*5 

673361).** 



MIN, MAX 

38379.95.16988996.62 

710251.93,14544893,17 



5%, 95% 

69166.67,11534962.73 

1739472.33, 11020899.43 



1 F-value from WJkxcton rank-sum test. -™" ————-- 

Overats values calculated by first averaging the rcsjhj across visits within a subject, then calculating the descriptive statistics across subjects, Count of BI.Q/ALQ values does noUpply as the 0 LQ/A LQ values were converted to the limit 
of the quantification (e.g., Vi ,234’ will be used as ’1.2347 forth* averages across visits within a subject thus tlimineiing allBIQ/ALQ values for the overall statistics. 
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PM3006437905 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-J 




Statistical Comparison Between Smokers ami Non-Smoker? of Exhalate Biomarkers of Exposure by Timepoint ami Overall 

(Page 6 of 8) 


Biomarker Acetonitrile ((ns/mLycisarette per dav) 

Analytical Lab; Madison 




Trniepcint 

Statistic 

Smokers 


Noii-Smokcis 

F-valuc* 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

50 

301208.44,00101.04 

743928.880,105207.432 

151409.90 

381.99,5225048.61 

625.00, 777011.51 

302 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

46 

396728.13,9212435 

642608,244,94747.417 

231117.50 

500.00, 3639846.15 

5000.00,1563918.26 

1/14 



NA 

Week 6 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

42 

414715.01,74148.18. 

913536.611,140961.759 

104951.71 

375.00, 5279490.01 

4000.00. 1568897.93 

2/12 



NA 

OveraE’ 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

50 

375913,22,120697,61 

532414,763,75294.818 

243392-79 

1919.00,3054999.42 

4333.33,1235645.07 



NA 


NOTE: Values listed were normalized bj' taking tbie original biomarker and dividing it by the number Of cigarettes found In question 4 of the weekly survey for die corresponding week. 

’ P-vatue from Wiicoxoti rank-sum teat. 

' Overs!) valusa calculated by first averaging the results acroaa viahs within > subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., '<1.234’will be used as’1.234) for the averages across visits within a subject thus eliminating allRLO/ALQ values for the overall statistics. 
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PM3006437906 



RSR 

Protocol No. PM-845U 

Covance CRU Study No. 12226-8450 


Table 14.2.1*1 

Statical Cotnparison Between Smokers and Non-Smokers of Exhalate Biomarkers of Exposure by TirtKpoint and Overall 

(Page7of8) 


Biomarter: Carbon monoxide (nnm) 

Analytical Lab: CRF 



Tinwpoint 

Statistic 

Smokers 

Non-Smokere 

P-Yalue a 

Week 1 

N 

SO 

65 

<.0001 

MEAN, GEO MEAN 

26.3,22.5 

5.7.55 



SD.SE 

14.89, 2.11 

1.35,0.17 



MEDIAN 

23.5 

5.7 



MIN, MAX 

7.8,71.4 

3.6,9.6 



5%, 95% 

8.6,54.7 

3.7,8.1 


# of BLQ/ALQ Values 

0/0 

m 


W«k? 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

24.5,20.3 

5.1,4.7 



SD,SE 

15.54,222 

1.60,020 



MEDIAN 

21.2 

5.2 



MIN, MAX 

4J, 88.9 

0.1,9.6 



5%, 95% 

6.7,50.1 

3,2,7.7 


# of BLQ/ALQ Values 

m 

0/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

26,3,22.3 

5.2,4.9 



SD, SE 

(4.50,2.14 

1.65,020 



MEDIAN 

23.7 

52 



MIN, MAX 

5.3,622 

0.3, 10.6 



5%. 95% 

7.2,55.1 

32,83 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 6 

N 

42 

65 

<.0001 


MEAN, GEO MEAN 

29.2,25.0 

6.2, 5.6 



SD, SE 

14.61,225 

2.44,030 



MEDIAN 

27.0 

5.8 



MIN, MAX 

4.0,70.5 

0.4, 13.8 



5%, 95% 

10,0,51.1 

3.6,11,6 


# Of BLQ/ALQ Values 

0/0 

0/0 


Overall’ 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

262,22,5 

5,6, 3.5 



SD, SE 

14.18,2.00 

1.17,0.15 



MEDIAN 

22.1 

53 



MIN, MAX 

5.9, 66.0 

3.1, 8.6 



5%, 95% 

95,492 

3.7, 7.S 



" P-value (tom Wllcoxon rank-sum tesL 

" Overall values calculated by first averaging the results serosa visits whhin a subject, then calculating the tleseriprive statisties seross subjeots. Coemt of 3LQ/AT.Q values does net apply as the BLQ'AI.Q values were: converted In the limit 
of the quantification (e.g, Vi .234’ will (reused as ’1.234’) for (Ire averages across visits within a subject thus eliminating all BLQ’ALQ value* for the overall statistics. 
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PM3006437907 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 142 1-3 

Statistical Comparison Between Smokcre and Non-Smokers of Exhalate Biomarkeis of Exposure by Tinwpoim and Overall 

(Ptge 8 of 8) 


Biomaikcr Carbon monoxide f/ppntyciflarette per day) 


Analytical Lab- - CRF 


Statistic 


Smukera 


Non-Sinoket* 


F-value 1 


Week! 

N 

50 

NA 


MEAN, GEO MEAN 

2.2.1.7 



SD,SE 

2.25,032 



MEDIAN 

1.6 



MIN, MAX 

0.5,14,3 



5%, 95% 

0.6,5.0 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 

NA 


MEAN, GEO MEAN 

23,1.6 



SD, SE 

3.16,0.45 



MEDIAN 

1.5 



MIN, MAX 

0,5,22.1 



5%, 95% 

0.7,4.9 



* Of BLQ/ALQ Value* 

<w 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

2.1,1.8 



SD, SE 

1.66,0 25 



MEDIAN 

1.7 



MIN, MAX 

0.6,11,0 



5%, 95% 

0.8,5.2 



# of BLQ/ALQ Values 

0/0 


Week 6 

N 

42 

NA 


MEAN, GEO MEAN 

2.3,1.9 



SD, SE 

5.31,0.82 



MEDIAN 

1.8 



MIN, MAX 

0.6,35.3 



5%, 95% 

0.9,6.8 



# of BLQ/ALQ Values 

0/0 


Overall" 

N 

50 

NA 


MEAN, GEO MEAN 

2.3, 1.8 



SD. SE 

2.83,0.40 



MEDIAN 

1.8 



MIN, MAX 

0,6,20,7 



5%, 95% 

0.8,5,1 



NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found m question 4 of the weekly survey for the corresponding week. 

■ P-vtlue from Wllcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<l.234’wlllbeusedas’t .234’) for the average* across visits within a subject thus eliminating all BLQ/ALQ valuei for the overall statistics. 
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PM3006437908 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14 2 1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkera of Exposure by Timepuint and Overall 

(Page 1 of9) 


Rinmarker CflrboxvbemDdobin (% saturation) Analytical Lab: CCLS .. .. ___—-—--—--- 




Smokers 



Non-Smokers 


Statistic 

AM 

PM 

P-value* 

AM 

PM 

P-value 6 

Female Week 1 

N 

24 

8 

0.7938 

23 

12 

0.5293 


MEAN, GEO MBAN 

43,33 

4.9, 3.4 


03,0.3 

03,03 



SD.SE 

2.85,0.58 

3.84, 1.36 


0.09,0.02 

0.06, 0.02 



MEDIAN 

3.2 

4.5 


0.3 

0.3 



MrN, MAX 

0.8, 11.3 

0.9,11.4 


0.3, 0.7 

03, 0.5 



5%, 95% 

0.9,8.9 

0,9,11.4 


03, 0.4 

03. 0.5 



tf of BLQ/ALQ Values 

0/0 

0/0 


18/0 

9/0 


Week 2 

N 

22 

9 

03838 

27 

8 

0.8869 


MEAN, GEO MEAN 

4,4,3.1 

3.5,2.2 


0.3,0.3 

03, 0.3 



SD.SE 

3.33, 0.71 

2.99, 1.00 


0.05,0.0.1 

0.07, 0.03 



MEDIAN 

4.7 

2.6 


0.3 

0.3 



MIN, MAX 

0.3,13.3 

0.3, 9.8 


D.3.0.5 

0.3. 0.5 



5%, 95% 

0.6,10.1 

03.9.8 


03.0.4 

03, 03 



# of BLQ/ALQ Values 

1/0 

1/0 


23/0 

7/0 


Week 3 

N 

24 

5 

0.2143 

28 

7 

0.0466 


MEAN, GEO MEAN 

5.0.4.1 

3.7, 2.7 


0.4,0.4 

0.7,0.5 



SD.SE 

2.70,0.55 

3.19, 1.43 


0.43,0.08 

0.81,03! 



MEDIAN 

4.3 

3.1 


0.3 

0.4 



MIN, MAX 

0.3,9.7 

0.7. 9.1 


03,2.2 

03,2.5 



5%. 95% 

1.3,93 

0.7,9.1 


03,1.6 

03,2.5 



# of BLQ/ALQ Values 

0/0 

0/0 


2(P0 

2/0 


Week 6 

N 

22 

G 

0.6340 

30 

5 

0.0544 


MEAN, GEO MEAN 

4.7,3.9 

43, 2.4 


0.4,0.3 

0.5,0.4 



SD.SE 

2.41,0.51 

3.91,1.60 


0.21.0.04 

0.13,0.08 



MEDIAN 

4.7 

3.4 


0.3 

0.4 



MIN, MAX 

0.4,9.8 

03,9.2 


03,13 

03, 0.7 



5%, 95% 

1.0,8.2 

03,9.2 


0.3, 0.8 

03, 0.7 



# of DLQ/ALO Values 

0/0 

I/O 


21/0 

I/O 



NOTE: AM refers to btomarker culfeciiun before noon, PM refers to btomarker collection at turn or after. 
■ P-valuc from Wikoxon rartk-aum teat. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomatkers of Exposure by Timepoint and Overall 

(Page 2 of 9) 


Gender TimcpoiiU 



Smokers 



Nou-Sinokcrs 


Sutistk: 

AM 

PM 

P-value’ 

AM 

PM 

P value* 

Mile Week I 

N 

to 

8 

0.7895 

20 

10 

0.7820 


MEAN, GEO MEAN 

4.9,3.4 

3.7,3.1 


0.5,0.4 

06,0.4 



SD.SE 

4.10, 1.30 

2.16,0.76 


0.21,0 05 

0.20,0.06 



MEDIAN 

4.1 

3.5 


0.4 

0.4 



Mm, MAX 

03, 14.8 

0.9,7.9 


0.3, 1.0 

03,0.8 



5%, 95% 

03, 14.8 

0.9,7.9 


03,0.9 

0.3,0.8 


it of BLQ/ALQ Values 

1/0 

m 


7/0 

5/0 


Week 2 

N 

12 

6 

0.8883 

24 

6 

0.7107 


MEAN, GEO MEAN 

3-7,2.6 

3.8,3.0 


0.4,0.4 

0.5,04 



SD.SE 

2.77,0.80 

2.79,1.14 


0.18,0.04 

035,0.14 



MEDIAN 

3.0 

36 


0.3 

03 



MIN, MAX 

0.3, 8.6 

1.0,8.4 


03,0.9 

03, U 



5%. 95% 

0.3, 8 6 

1.0,84 


0.3.0.8 

03,1.1 



# of BLQ/ALQ Values 

1/D 

0/0 


14/0 

3/0 


Week 3 

N 

13 

4 

0.8207 

23 

7 

(1.8679 


MEAN, GEO MEAN 

4.5, 3.1 

5.5,43 


0.5,0.4 

0.4,0.4 



SD, SE 

3.47,0.96 

4.08,2.04 


0.53,0.11 

0.17,0.06 



MEDIAN 

3.8 

4.8 


0.3 

0.3 



MIN, MAX 

0,3. 11.3 

1.8,10.5 


0.3.2.8 

03,0.7 



5%, 95% 

0.3,11.3 

1.8,10.5 


03,1.0 

03,0.7 



# of BLQ/ALQ Values 

1/0 

0/0 


13/0 

3/0 


Weefc6 

N 

9 

4 

03901 

24 

6 

0.1665 


MEAN, GEO MEAN 

5.5, 3.8 

3.5,3.1 


0.4,0.4 

0,6,03 



SD, SE 

4.07,1.34 

1.87,0.94 


0.16, 0.03 

031,0.13 



MEDIAN 

4.5 

3.3 


0.3 

0.5 



MIN, MAX 

0.3, 13.9 

1.5,5.8 


0.3,0.9 

0.3, 1.1 



5%, 95% 

0.3, 13.9 

1.5, 5.8 


0.3,0.7 

03,1.1 



# of BLQ/ALQ Values 

1/0 

0/D 


10/0 

2/0 



NOTE; AM rcfcis ta biomarkrr collection before noon, PM refers to bbmatker collection it uoett or after. 
1 P-vahte from Wilcox on rank-sum test 
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PM3006437910 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE [4.2.14 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timepoint and Overall 

(Page 3 of 9) 


Biomarker: CarlMxvhem oalobin (% saturation) Analytical Lab: CCLS 


Gender Timepornt 



Smokers 



Non-Smokers 


Statistic 

AM 

PM 

P-value* 

AM 

PM 

P-value* 

Overall Week 1 

N 

34 

16 

0.9585 

43 

22 

0.9400 


MEAN, GEO MEAN 

4.5, 3.3 

4.3,3.3 


0.4,0.4 

0.4,0.4 



SD.SE 

3.21,0.55 

3.08,0.77 


0.17,0.03 

0.16,0.03 



MEDIAN 

3.7 

4.2 


0.3 

02 



MIN, MAX 

OJ, 14.8 

0.9,11.4 


0.3,1.0 

0.3, 0.8 



5%, 95% 

0.8, 11.3 

0.9,11.4 


0.3,0.7 

03,0.7 



# of RT.Q/AI.Q Values 

I/O 

0/0 


25/0 

14/0 


Week 2 

N 

34 

15 

0.5875 

51 

14 

0.8503 


MEAN, GEO MEAN 

4,2,2.9 

3.6,2 J 


0.4,02 

0.4, Q.4 



SD, SE 

3.12,0.54 

2.81,0.73 


0.13,0.02 

0.24, 0.07 



MEDIAN 

3.6 

2.6 


0.3 

0.3 



MIN, MAX 

0.3, 13.3 

0.3,9.8 


0.3,0.9 

0.3, 1.1 



5%. 95% 

0.3. 10! 

0.3,9.8 


0.3.0.7 

0.3. 1.1 



#ofBLQ/ALQ Values 

2/0 

I/O 


37/0 

KVO 


Week 3 

N 

37 

9 

0.4974 

51 

14 

0.1438 


MEAN, GEO MEAN 

4.8, 3.7 

4.5,33 


0-5,0.4 

0.6, 0.4 



SD, SE 

2.96, 0.49 

3.49,U6 


0.48,0,07 

0.58,0.16 



MEDIAN 

4.1 

3.1 


0.3 

0A 



MIN, MAX 

0.3.11.3 

0.7,10.5 


13.2.8 

03,2.5 



554,95% 

0.3.10.4 

0.7,10.5 


0.3,1.6 

0.3,2.5 



SofBLQ/ALQ Values 

1/0 

m 


33/0 

5/0 


Weeks 

N 

31 

10 

0.3387 

54 

11 

0.0194 


MEAN, GEO MEAN 

4.9, 3.8 

4.0,2.7 


0.4,0.4 

05,0.5 



sn, sf. 

2.92,0.52 

3.14,0.99 


0.19,0.03 

025,0.08 



MEDIAN 

4.5 

3.3 


0.3 

0.4 



M|N, MAX 

0.3,13.9 

0.3,92 


0.3, 1.3 

0.3, 1.1 



5%, 95% 

0.4,9.8 

0.3,92 


0.3,0,8 

0.3, 1.1 



If of BLQ/ALQ Values 

1/0 



31/0 

3/0 



NOTE: AM refers lo biomarker collection before noon, PM refers to biotnsriter collection 8 t noon or after. 
1 P-value from Wileoxon rank-sum test. 
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PM3006437911 


• • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



TABLE I4.2.M 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timepoint and Overall 

(Page 4 of 9) 


Biomadccr: Acctoiutrfie ( aL /L <g#0 *C and 1 atm) _Analytical Lab: Madison 


Gender 




Smokers 



Non-Smokers 


Timepoint 

Statistic 

AM 

PM 

P-vah*e* 

AM 

PM 


Female 

Week 1 

N 

MEAN, GEO MEAN 

SD. 8E 

MEDIAN 

MIN, MAX 

534,95% 

it of BLQ/AIQ Values 

24 

9197.406,1311.823 
13705.8829,2797.7016 

439.902 

27.047,59118.236 

27.047.22265.091 

3/8 

8 

16781,718,3342.768 

19269.0303,6812.6310 

7976.8(6 

360.626, 43336359 
360.626,43336.359 

0/4 

03592 

23 

22989.985, 9938.599 
19137.6796,3990.4821 
25182.623 

67.737, 54497.370 
671.507,51712.349 

0/0 

12 

38431.551,21016.813 
27084,6769, 7818,6727 
37326.402 
117.403,90418.051 
117.403,90418.051 

0/0 

0.1220 


Week 3 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/ALQ Values 

24 

10294.955, 2054.833 
13820.7579,2821.1504 

722.772 

27.047.49646.042 

350.626,32770.330 

I/ll 

5 

8400.828,1671.098 
13842.1107.6190.3801 
360.626 

360.625, 32326.622 

350.625, 32326.622 

0/3 

0.8064 

28 

27303.463,20657.012 

14080.9775,2661.11546 

28995.329 

703.834,51460.152 

2.753207,44229.194 

0/0 

7 

36892,985,33259.160 

18550.9475,7011.5991 

31028.322 

17025-081, 64440.436 
17025.081, 64440.436 

0/D 

0.3753 


Week 6 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of ELQ/ALQ Values 

22 

9807.737,2250.643 

12195.4292,2600.0742 

2276.319 

27.047,37095.541 

360.626,32905.616 

1/9 

6 

10016.216, 1000.994 
16074.6976, 6562.4678 
360.626 

27.047.38261231 

27.047,38261231 

1/3 

0.5795 

30 

26894.960, 20724.486 
13112.2031,2393.9498 
29198.741 

285.948,58955.534 
3549.774,42384.015 

0/0 

5 

27731250, 26969.413 
7200.1256,3219.9940 
29717.322 

20243.545.37028.299 

20243.545.37028.299 
(VO 

1.0000 


NOTE: AM refers to biorruirker collection before noon, PM refers to biomarker collection at noun or after. 
* P-value from Wikoxon rank-sum test. 
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PM3006437912 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14 2.M 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timepointand Overall 

(Page 5 of 9) 


Biomarker; Acetonitrile InUL i'a',20 “C and 1 atnf) Analytical Lab: Madison 





Smokers 



Non-Smokers 


Gender 

Timeooint 

Statistic 

AM 

PM 

P-value* 

AM 

PM 

P-value 1 

Mak; 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 959k 

* of BLQ/ALQ Values 

10 

16904.230,8326,873 
20277.1984, 6412.2131 
S24Q.636 

1283.Q24, 61266.718 
1283.024, 61266.718 
(V0 

8 

14316.314, 5254.584 
14995.5085,5301.7129 
9172.766 

276352, 38265.077 
278.352, 38265.077 

n/n 

0.7558 

20 

17097.355,7162.784 

15793.3208,3531.4939 

12584.867 

27.047, 48597.939 
59.975,47313.460 

1/0 

10 

16468.872,6236.335 

16455.2281,5203.6000 

8762.168 

27.047, 49048.904 
27.047, 49048.904 

1/0 

0.8603 


WeekS 

N 

MEAN, GEQ MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

13 

26388.561,16738.102 

15238.0199,4226.2663 
29314.866 

149.199,552!2.t98 
149.199.55212.198 

0/0 

4 

11478.097,9917.405 

6763.4827.3381.7413 

10610,769 

4330.705,20360.146 

4330.705,20360.146 

m 

0.0793 

23 

19812,928,11507.278 
13098,5933,2731.2455 
19087.935 
189.826,41703,996 
555.984, 37842.197 

0/0 

7 

25819.812,9693.183 

18759.8474,7090.5558 

22947.667 

27.047, 48358.890 
27.047. 48358.890 

1/0 

0.5238 


Week 6 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

If of BLQ/ALQ Values 

10 

19910.429,13629.841 
16156.1257,5109.0155 
18654.588 

1827.506.57117.621 

1827.506.57117.622 

0/0 

4 

22844.579,10705.685 
23809.0191,11904.5095 
19767.097 

2668.716,49175.407 

2668.716,49175.407 

0/0 

1.0000 

24 

24644.697,16418.958 

14596.3978,2979.4772 

26642.053 

143.554. 47862.018 
2225.726,46880.251 

0/0 

6 

21592.468,8033,725 

20263.5199,82723473 

19428,599 

178.106, 49916,584 
178,106,49916.584 

0/0 

0.6974 


NOTE: AM refers to biomarker collection before neon, PM refers to Momarfcer collection at noon or after. 
" P-valtic from Wilcoxon rank-sum test. 
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PM3006437913 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


TABLE 14 2 1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Bicmarkere of Exposure by Timepoint and Overall 

(Page 6 of 9) 


Biomarkcr Acetonitrile (nL/L (6)10 P C and 1 atm) _ Analytical Lab: Madison 






Smokers 



Non-Smokers 


Gender 

Trmepomt 

Statistic 

AM 

PM 

P-valoe' 

AM 

PM 

P-vjIik‘ 

Overall 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MEN, MAX 

1%, 95% 

# of BLQ/ALQ Values 

34 

11464.119,2259.103 
15992.7255, 2742.7300 
2817.10* 

27.047, 61255.718 
27.047,59118.236 

2/S 

16 

15549.016,4572.485 

16728.0971,4182.0243 

9172.766 

278^52,43336,359 
278352,43336.359 

0/4 

0.4829 

43 

202492232, 8534.252 
17706.6862,2700.2443 
16827.867 

27.047,54497.370 
92.902,50115.663 

1/0 

22 

28448.515,12098504 
25011.8052,5332.5348 
27302.458 
27.047,90418.051 
117.403,74719.187 

1/0 

0.2386 


Week 3 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Valuei 

37 

15949.453,4293.712 
16127 7100, 2651.3792 
14371.511 

27.047, 5S212.19S 

149 199, 49646 042 

1/11 

9 

9768.JQ3, 3687,5] 3 
10751.1263,3583.7088 
8595.639 

360.626, 32326.622 
360.626, 32325.622 

0/3 

0.5092 

51 

23925378,15866.301 
14026.0527,1964,0402 
25973.434 
189.826,51460.152 
571.554,43507,242 

0/0 

14 

31356.399,17955.142 

18822.1847,5030.4405 

28028.074 

27,047, 64440.436 

27.047, 64440.436 

1/0 

0.2539 


Week 6 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

32 

12964.828, 3951292 
14112.6511,2494.7878 
8205.296 

27.047.57117.622 
360.626,37095.54] 

1/9 

10 

15147.561,2582.882 

19400.8827,6135.0978 

2693,761 

27/347,49175,407 
27.047,49175.407 

1/3 

0.9405 

54 

25894.843,18686.737 
13704.2502, 1864.9122 
2*847,657 

143554,58955.534 
2225,726,46880.251 

0/0 

11 

24382.823,13931.158 
15372.6860,4635.0392 
28310.649 
178.106,49916.584 
178.106,49916.584 

0/0 

0.7068 


NOTE: AM refers to biomarker collection before noon, PM refers to biomarker collection at noon or after. 
" P-vahic from Wilcoxon rank-sum test. 
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PM3006437914 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14.2. M 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of9) 


Biomarker Carbon monoxide ( ppm ) Analytical Lab: CRF ___ 

_ Smokers _ _ Non-Smokers _ 

_ Gender _ Timepoint _ Statistic _ AM _PM_ P-value* _ AM _PM_ P-value* 


Female Week 1 

N 

23 

9 

0.6751 

23 

12 

02026 


MEAN, GEO MEAN 

25.3,21.9 

29.5, 24.7 


52, 5.1 

6.0,5.8 



SD, SE 

13.98,2.92 

17.31, 5.77 


1.14,024 

1.61,0.46 



MEDIAN 

22.8 

272 


4.8 

5.7 



MIN, MAX 

7.8, 66 .5 

8.4.54.7 


3.7,8.1 

4.0,9.6 



5%, 95% 

9.6,42.2 

8.4,54.7 


4.0, 6,9 

4,0,9.6 



D of BLQ/ALQ VahMt 

0/0 

0/D 


WO 

0/0 


Week 2 

N 

22 

9 

03723 

27 

8 

0,5818 


MEAN, GEO MEAN 

27.2, 22.4 

20.8,172 


4.4 ,43 

4.5,42 



SD, SE 

18,64, 3.97 

13.86,4.62 


0.99,0.19 

2.06,0.73 



MEDIAN 

23.0 

18.0 


4.4 

3.8 



MIN, MAX 

6.5, 88.9 

6.7, 50.1 


2.2, 6.8 

2.1,8.6 



5%, 95% 

9 3, 55.6 

6.7,50.1 


3.2, 5.7 

2.1,86 



it of BLQ/ALQ Values 

0/0 

0/0 


0/0 

TO 


Week 3 

N 

24 

5 

0.0885 

29 

5 

0.4433 


MEAN, GEO MEAN 

28.3,25.2 

17.1,14.1 


4.6, 42 

42,4.1 



SD, SE 

12.86,2.63 

12.46,5.57 


1.41,0.26 

0.91,0.37 



MEDIAN 

25.4 

16.0 


4.5 

4.1 



MTN, MAX 

53, 60.7 

72, 38.0 


0,3.7.4 

3.0.5.5 



5%, 95% 

12.4, 45.1 

72, 38.0 


3,1,6.9 

3.0,5.5 



It of BLQ/ALQ Value* 

(V0 

043 


0/0 

TO 


Week 6 

N 

22 

6 

Q.5566 

30 

5 

0.7057 


MEAN, CEO MEAN 

30.1, 27.9 

26.9,19.4 


5.2,4.5 

5.4, 5.4 



SD, SE 

11.15,2.38 

20.87, 8.52 


2.14,0.39 

0 79, 0.35 



MEDIAN 

28.6 

19.5 


4.9 

5.5 



MIN, MAX 

10,1,49.9 

4.0,54.0 


0,4,9.8 

4.5, 6.5 



5%, 95% 

13,6, 47,9 

4.0,54.0 


1.0,9.0 

4.5,6.5 



ft of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 



NOTE; AM refers to biomarker collection before ncon> PM refers to biomarker collection vt noon or after, 
* P-vaHie from Wilcoxon rank-sum test. 
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PM3006437915 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14 2.1-4 

Statistical Comparison Between AM and PM for Stnokcre and Non-Smokers of Selected Biomatkera of Exposure by Time point and Overall 

(Page 8 of 9) 


Biomarken Carbon monoxide (ppm) Analytical Lab: CRF 


Gender Timcpoini 



S tuckers 



Non-Smokers 


Statistic 

AM 

PM 

P-value" 

AM 

PM 

P-vakte* 

Male Week 1 

N 

Tl 

7 

0.9278 

22 

8 

0.4524 


MEAN. GEO MEAN 

27.0,22.8 

242,21.8 


6.1, 6.0 

5,5,5.3 



SD.SE 

17.63,5.32 

12.34,4.67 


1.29,0.28 

1.45,0.51 



MEDIAN 

24.2 

22.0 


6.0 

5.9 



MIN, MAX 

8.6,71.4 

11.6.472 


3.7,9.1 

3.6, 7.5 



5%, 95% 

8.6,71.4 

11.6,472 


4.5,8.0 

3-6,7.5 



ft of BLQMLQ Vahws 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

13 

5 

0.4301 

24 

6 

0.2871 


MEAN, GEO MEAN 

24.3,20.4 

199, 17.6 


5.6,4.9 

5.9, 6.7 



SD. SE 

12.87.3.57 

9.48,4.24 


1.47,0.30 

1.97,0.80 



MEDIAN 

21.8 

16.C 


5.9 

6,6 



MIN, MAX 

4.5,44.1 

9.6, 32.0 


0.1,7.7 

4.8,9.6 



5%, 95% 

4.5,44.1 

9.6, 32.0 


4.0, 7.5 

4.8,9.6 



M of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

14 

3 

0.9498 

23 

7 

0.4029 


MEAN, GEO MEAN 

25.4,212 

30.5,22.9 


6.1,5.9 

6.1, 6.1 



SD.SE 

14.94, 3.99 

27.83, 16.07 


1.78, 0.37 

033, 0.12 



MEDIAN 

23.7 

19,2 


59 

6.0 



MIN, MAX 

5.3,55.1 

10.1.62.2 


3.4,10.6 

5.8,6.8 



5%. 95% 

5.3.55.1 

10.1,622 


4.0, 9.4 

5.8,6.8 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week (5 

N 

II 

3 

0.7555 

25 

5 

0.6556 


MEAN,GEO MEAN 

30.1,24.9 

24.0,19.5 


7.4,7.0 

7.1, 7.0 



SD, SE 

17.49, 5.27 

19.50, 11.26 


2.66, 0.53 

0.94, 0.42 



mrhian 

26.1 

14.4 


69 

7.0 



MIN, MAX 

5.0.709 

11.1,46.4 


4.5,13.8 

5.0, 8.6 



5%, 95% 

5.0,709 

11.1,46.4 


4.8,13,3 

5.0,8.6 



ff of BLQ/ALQ Values 

010 

0/0 


0/0 

0/0 



NOTE: AM refers to bfomarker collection before noon, PM refers to bioimuker collection at noon or after. 
‘ P-value from Wilcoxon rank-sum teat. 
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PM3006437916 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biotnarkers of Exposure by Timepoint and Overall 

(Page 9 of 9) 


Biomatker: Carbon mono side (ppm) _ Analytical Lab: CRF 


Gender Timcpomt 



Smokers 



Non-Smokers 


Statistic 

AM 

PM 

P-value' 

AM 

PM 

P-vaiue" 

Overall Week 1 

N 

34 

16 

0.7948 

45 

20 

0.8086 


MEAN, GEO MEAN 

25.9,22.2 

27 2, 23.4 


5.6,5-5 

5.8,5.6 



SD, SE 

15.01,2,57 

15.10, 3,78 


129,0.19 

1.52,0.34 



MEDIAN 

23.5 

23.6 


5.7 

5.7 



MtN, MAX 

7.8,71.4 

8.4,54.7 


3,7,9.! 

3,6,9.6 



5%, 95% 

8.6,66.5 

8.4,54.7 


4.0,8.0 

3.7, 8.9 



# of BLQ/ALQ Values 

ora 

ora 


ora 

ora 


Week 2 

N 

35 

14 

02590 

51 

14 

0.6897 


MEAN, GEO MEAN 

26,2,21.6 

20,3,17.3 


5.0,4,6 

3.6,5.1 



SD, SE 

16.58,2.80 

12.10,3.23 


1.35,0.19 

2.29,0.61 



MEDIAN 

21,8 

17.3 


5.0 

52 



MIN, MAX 

4,5, 88.9 

6.7,50.1 


0.1,7.7 

2.1,9,6 



SS, 95% 

6.5.55 6 

6.7, 50.1 


3.2,7.0 

2.1,96 



#ofBLQ/ALQ Values 

0/0 

o/o 


0/0 

0/0 


Week 3 

N 

38 

8 

0.1778 

52 

13 

0.6935 


MEAN, GEO MEAN 

272,23.7 

22.1, 16,9 


5.3, 4.9 

52,5.1 



SD, SE 

13.53,2.20 

18,93, 6,69 


1.75,0.24 

1.20,0.33 



MEDIAN 

25.0 

162! 


5.1 

5.8 



MIN, MAX 

5.3,60.7 

7.2. 622 


0.3.10.6 

3.0,6.8 



5%, 95% 

5.3,55,1 

7.2, 622 


32,8.6 

3.0,6.8 



# of E LQ/ALQ ValneB 

0/0 

0/0 


0/0 

ora 


Weeks 

N 

33 

9 

02658 

55 

10 

0.5789 


MEAN, GEO MEAN 

30,1,26.8 

25.9,19.4 


62, 5.5 

62, 6,1 



SD, SE 

13.31,2.32 

19.27, 6.41 


261,0.35 

1 7.1,0.38 



MEDIAN 

28.0 

14.8 


5.7 

63 



MIN, MAX 

5.0, 70.5 

4.0, 54.0 


0.4,13.8 

4,5, 8.6 



5%. 95% 

10.0,49.9 

4.Q, 54.0 


1.3, 11.6 

4.5, 8.6 



# of ELQ/ALQ Values 

0/0 

0/0 


(VO 

(VO 



NOTE: AM refers to blomarkcr collection Before noon, PM refers to biomarker collection at noon or after, 
’ P-value from Wilooxsn rank-tom test. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 142.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoinr and Overall 

(Page 1 of U) 

Biomarfccn Acetonitrile ((bjj/idLVJ) Analytical Lab. Madison 




Male 



Female 



Week 1 

N 

18 

30 

0.0003 

32 

35 

P-value" 

GOOOl 

-- 


MEAN, GEO MEAN 

477.23,333.46 

171.70, 10637 


221,90, 173.46 

184.61.90.50 




SD.SE 

377.102, SS.8S4 

258,462, 47.189 


248.932,44,005 

313.664,53.019 




MEDIAN 

312.53 

107.85 


154.50 

88.39 




MIN, MAX 

51.48,1346.61 

30.00, 143634 


66.48,1500.00 

30.00, 1500.00 




5%, 95% 

51,48,1346.61 

30.00,431.13 


75.16,386.20 

30.00, 972.68 




# of BLQ/ALQ Values 

1/0 

ft/ft 


oil 

8/1 



Week 2 

N 

17 

30 

0.0010 

1! 

35 

0.0154 



MEAN, GfiO MEAN 

436.61,318.33 

164.07, 1 24-31 


314.55,21248 

192.29,116.73 




SD, SE 

360.287, 87.383 

143,259, 26.155 


313.375,56.284 

201.926,34.132 




MEDIAN 

285.73 

112.33 


17928 

95.44 




MIN, MAX 

54.06, 1500.00 

30.00, 688.37 


30.00, 1500.00 

30.00, 756,74 




5%, 95% 

54.06. 1500.00 

30.00,371.86 


48.66, 1002.96 

30.00, 664.01 




Jf of BLQ/AIQ Values 

0/1 

7/0 


in 

5/0 



Week 3 

N 

17 

30 

0.0001 

29 

35 

0,0014 



MEAN, GEO MEAN 

810.39,583.11 

234.01,153.58 


383,39,251,66 

182.84,118.86 




SD, SE 

694,638, 168.487 

214278, 39.487 


429.385,79.735 

221.687,37,472 




MEDIAN 

429.35 

150.45 


239.93 

109,58 




MIN, MAX 

166.76, 2000.00 

3a00. 896.92 


46.59,7000 M 

30.00, 1168,91 




5%. 95% 

166.76,2000,00 

30.00,722.48 


67.97,1389.35 

30.00.619.94 




#af'BLQ/ALQ Values 

0/4 

6/0 


0/1 

4/0 



Weeks 

N 

14 

30 

0.0012 

28 

35 

0,0731 



MEAN, GEO MEAN 

477.27, 375,66 

203.58, 125.40 


430.84, 25J.72 

242.70, 141.63 




SD.SE 

261.951,70.009 

224.(130,415 902 


485.955, 91.837 

241.581,40,835 




MEDIAN 

509.88 

108 47 


173.79 

150.96 




MIN, MAX 

31.68,(060.80 

30.00,886.61 


49.12, 1500,00 

30.TO, 947.36 




3%, 95% 

31.68,1060.80 

3000,744.35 


97,44, 1460,56 

30.00,670.92 




» ofBLQ/ALO Values 

fVO 

6/0 


0/1 

7/0 



Overall' 

N 

18 

30 

-90001 

32 

35 

0.0127 



MEAN, GEO MEAN 

556.01,495.30 

193.34, 167.20 


326,87,258.33 

200,61, 15331 




SD, SE 

278.491, 65.64] 

105.774, 19.312 


230.694, 40.781 

157.950,26,699 




median 

472.90 

153.90 


253.44 

156.31 




MIN, MAX 

204,49, 11784,24 

41.94, 452.36 


82.80, 951.72 

30.00. 701.92 




5%, 95% 

204.49,1034.24 

83.94. 382.94 


85.41,740.98 

40.12. 599.86 




Overall values calcuftied by first result* aettM* visits wl&in a subject. tbett calculating itw descriptive sUltaics scmus imbjetfs. Count of ELQ/AUJ valuta dmes not apply asIt™ BUVALQ value* were converted to the limit 

of the quantification (e.g., ’<1.234' will be used as 1.234’) for the averages acraw visit* within a subject thus eliminating ail Bl Q'A.LQ values ft* the overall js^tistics. 


Final Draft: 25 March 2003 


i l 


Page 680 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437919 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14 2 2-1 

Statistical Comparison Between Smokers and Non-Smokera by Gender of Blood and'or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 2 of 14) 


Biomaiken Acetonitrile {(nmoI/LV2) Analytical Lab; Madison 




Male 



Female 


Timepciid 

Statistic 

Smokers 

Non-Smokers 

P-valne* 

Smokers 

Non-Smokers 

P-vnlue* 

Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

IS 

11634.8,8129.7 

9193.74,2166.99 

7619.5 

1255.1,32*30.4 

1255.1,32830.4 

1/0 

30 

4186.1,2593.3 

6301.32,1150.46 

2629.3 

731.4,35030.2 

731.4,10510.9 

8/0 

0,0003 

32 

5409.8,4228.9 

6068.97, 1072.85 

37592 

1620.8, 36570.0 
1832.4,9415.6 

0/1 

35 

4500.7, 2206.4 

7647.13, 1292.60 

2154.9 

731.4, 36570.0 
731.4,23713.9 

8/1 

0.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

ft of BLQ/ALO Values 

17 

10644.6,7760.9 

8783.81,213039 

6966.1 

!3t8.0,36570.0 
1318.0,36570.0 

0/1 

30 

3999.9, 27S6.9 

3492.67, 637.67 

2738.5 

731.4, 16782.5 
731.4,9065.9 

7/0 

0.0010 

31 

7668.8,51802 

7640.09,1372.20 

4370.8 

731.4,36570.0 

1186.3,24452.2 

1/1 

35 

4688.1,2845.8 

4922.96. 832.13 

2326.8 

731.4, 18449.3 

731.4, 16188.6 

5/0 

0.0154 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

M IN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

20001.2, 14216,3 
16936.49,4107.70 
10467.6 

4066.1,48760.0 

4066.1,48760.0 

0/4 

30 

5705.1,37442 

5272.36,962.69 

3668,0 

731.4, 21866.9 
731.4,17614.1 

6/0 

0.0001 

29 

9347.0, 6135 J 
10468.41, 1943.94 

5849.5 

1135.9,48760.0 

1657.1,33872.4 

0/1 

35 

4457.7, 2897,8 
5404.72,913.56 

2671.6 

731.4. 28498.0 

731.4, 15114,1 

44) 

0.0014 

Week 6 

N 

MEAN, GEO MEAN 
SD.SE 

MF.DrAN 

MIN. M.AX 

5%, 95% 

# Df BLQ/ALQ Values 

14 

11635.7,9158.6 

6386.36, 1706,83 

12430.9 

772.4,25862.3 

772.4,25862.3 

0/0 

30 

4963.4, 3057.3 

5461.86, 997.20 

2644.5 

731.4,21615.6 

731.4,18147.3 

6/0 

0.0012 

28 

10260.1,6136.8 

11847 57, 27.38.98 

4237.0 

1197.5,36570.0 

2375.6,35608.5 

0/1 

35 

5917.0, 3454.2 

5889 73,995.55 

3680.4 

731.4.23096.6 

731.4, 16357.0 

7/0 

0.0731 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

13555.4, 12075.3 
6789.62,1600.33 

11529.4 

4985.5, 26433.8 

4955.5, 26433-8 

30 

4713.6,4076.3 

2578.76.470.82 

3752.0 

1022.5,11028.6 
2046.5,9336.2 

<.0001 

32 

7969.0,6298.0 

5624.31.99425 

6178.8 

2018.6, 23202.8 

2082.3, 18065.1 

35 

4890.9,3737.6 
3850,84,650.91 

3810.7 

731.4, 17112.8 

978.1, 14624,7 

0.0127 


‘ P-vatos from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not n^ly a* the BLQ/ALQ values were converted to the limit 
of the quantification (eg.. X1.234'will be used as '1.2340 for the averages acros visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanccCRU Study No. 12226-8450 


Table 1422-1 

Statisiical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Ttmepoint and Overall 

(Page 3 of 14) 


Biomarker: Acetonitrile (llnK/mLVciKareaeperdav)/2)_ Analytical Lab: Madison 


Male_ _Female 


Timepoint 

Statistic 

Smokers 

Non-Smokere P-value* 

Smokers Non-Smokers 

P-yalue' 

Week i 

N 

18 

NA 

32 

NA 


MEAN, GEO MEAN 

38.45,26.28 


17,29,13.14 



SD.SE 

31.993,7.541 


16.633,2.940 



MEDIAN 

3325 


11.57 



MIN, MAX 

5.47,116.91 


329,8824 



5%, 95%, 

5.47, 116.91 


4,18,53.45 



4 of BLQ/ALQ Values 

1/0 


0/1 


Week 2 

N 

17 

NA 

31 

NA 


MEAN, GEO MEAN 

4021,23.17 


27,93,17.33 



SD, SE 

54.195, 13,144 


34.WK, 6.270 



MEDIAN 

25.98 


13.55 



MIN, MAX 

6.76,205.14 


3.93,174.28 



5%, 95% 

6.76, 205.14 


4.11, 100.00 



# of BLQ/ALQ Values 

0/1 


i/i 


Week 3 

N 

17 

NA 

29 

NA 


MEAN, GEO MEAN 

103.43, 54.84 


29,62, 18.2! 



SD, SE 

112.492,27283 


35.787,6.646 



MEDIAN 

35.03 


14.37 



MIN, MAX 

9.05, 333.33 


425,158.87 



5%, 95% 

9.05,333.33 


4.89,100.00 



# of BLQ/ALQ Values 

0/4 


0/1 


Week 6 

N 

14 

NA 

28 

NA 


MEAN, GEO MEAN 

41.76,29.28 


50.12,18-48 



SD, SE 

38.051, 10.170 


131-352, 24.823 



MEDIAN 

31.82 


14,19 



MIN, MAX 

3.17,149.45 


4.87,703.19 



5%, 95% 

3.17,149.45 


5.17,127.61 



K of BLQ/ALQ Values 

0/0 


0/1 


Overall* 

N 

18 

NA 

32 

NA 


MEAN, GEO MEAN 

56.35,42.29 


30.71.20.49 



SD.SE 

43.360, 10 220 


44.995,7,954 



MEDIAN 

40.20 


22.09 



MIN, MAX 

8.68,143.31 


4.35,264.63 



5%, 95% 

8.68, 143.31 


7.10,55.99 


NOTE: Values listed were normalized by taking the original bionv rite r and dividing ft by the number of eigarvties found in question! 4 of the weekly survey fbr the corresponding week. 


1 P-vnltte from Wilcoxcm rank-sum test. 

’ Oventll values calculated by first averaging the result* across visits within i subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ valiiss does not apply aa the BLQ/ALQ vahrea were converted tn the limit 
of the quantification (e.g., ’<1,234' will be used ss ’1234) fbnhe averages across visits within a subject thus eliminating all BLQ'ALQ values ter the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2'! 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 4 of! 4) 


Biomarker: Acetonitrile (((nmol/LVcigarette pgr day)/2) Analytical Lab; Madison 


Mate 


Ttmepolm 

StMtaic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5'A, 95% 

# of BLQ/ALQ Values 

18 

937.3, 640.7 

779.97,183.84 

810.6 

133.3,2850.2 

133.3,2850.2 

1/0 


NA 

32 

421J, 3202 
405.51,71,68 
282.1 

82.7,21512 
101.8,1303.1 

on 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

9SQ.3,564,9 

1321.27, 320.46 

633.3 

164.7, 5001.3 
164,7,5001,3 

0/1 


NA 

31 

681.0,4223 
851.05, 152.85 
332.9 

95.9,4249-0 
100.1,2438.0 
1/1 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

2521.5, 1337.1 

2742.59, 665.18 

854.1 

220.7, 8126.7 

220.7, 8126.7 

0/4 


NA 

29 

7222,443.9 
872.48, 162.02 
350.4 

103.6,3873.2 

119.3,2438.0 

0/1 

Week 6 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

P Of BLQ/ALQ Values 

14 

1018.0, 713.8 

927.67,247.93 

775.9 

772.3643.5 

772.3643.5 

0/0 


NA 

28 

1221.9,450.4 

3202.36,605.19 

345.9 

118.8,17143.8 
126.1,3111.1 
0/1 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

1373.8, IQ31.G 
1057.14,249.17 

980.1 

211.5.3493.7 

211.5.3493.7 


NA 

32 

748.7,499.4 
1096.97,193.92 
538.5 

106.1,6451.6 
173.0, 1354.9 


Female 

Non-Smokers 


P-value* 


NA 


NA 


NA 


NA 


NA 


NOTE: Values listed were oormalEscd by taking the original bk? marker and dividing ft by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the Quantification (e.g., ,234* will be used as ’1.234^ for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14? 2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 5 of 14] 


Bioroaiken 3-Amlgobipticnyl-lib adduct (pg/g hemoglobin) Analytical Lab: Hanugate 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smoker* 

P-value" 

Week 1 N 

18 

30 

<.0001 

31 

35 

<.0001 

MEAN, GEO MEAN 

4.79,3.24 

0.51,0,50 


322,2.43 

0.S7,0.57 


SD, SE 

4325,1.019 

0.022,0.004 


2592, 0.456 

0.692,0.117 


MEDIAN 

2.88 

0.50 


2.03 

0.50 


MIN, MAX 

0.50, 15.03 

0.50,0.62 


0.50,10.41 

0.50, 4,59 


5%, 95% 

0,50, 15.03 

0.S0,0.53 


0.95, 9.39 

0.50,0.97 


# of BLQ/ALQ Values 

1/0 

7.7/0 


1/0 

26/0 


Week 6 N 

14 

30 

<,0001 

28 

35 

<•0001 

MEAN, GEO MEAN 

4.70,332 

, 0.59,0.55 


5.70,2.76 

0.59,0.56 


SD, SE 

3.885,1.038 

0.385, 0.070 


11.736, 2.218 

0.292,0,049 


MEDIAN 

3.15 

0.50 


2.70 

0.50 


MIN, MAX 

0.50, 12.65 

0.50,2,46 


0.50, 63.34 

0.50, 1.84 


5%, 95% 

0.50, 12.65 

0.50, 1.35 


0.50,13.54 

0.50, 1.45 


ft of BLQ/AL0 Values 

1/0 

2#0 


2/0 

31/0 


Overall' N 

18 

30 

<0001 

32 

35 

<■0001 

MEAN, GEO MEAN 

4.62,323 

0.55,0.53 


4.26,2,71 

0.63, 0,58 


SD, SE 

3.929,0.926 

0.197, 0.036 


5,775, 1,021 

0370, 0.063 


MEDIAN 

2.97 

0.50 


236 

0.50 


MIN, MAX 

0.50, 13.35 

0.50,1.48 


0.50,32.18 

0.50,2,55 


5%, 95% 

0.50,1335 

0.50, Q.99 


0.81,11.98 

0.50,1.17 



" P-value from Wilcoxon rank-sum test, 

’ Overall values calculated by first averaging the results across visits wlttiln a subject, then calculating the descriptive statistica across aubfccts. Cutmt of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to tlie limit 
of the quantification (e.g., '<1.234 1 will be usedaa *1.234') tor the averages across visits within a Bubject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biornarkers of Exposure by Timepoint and Overall 

(Page 6 of 14) 


Biomaiker. 3-Aminobipliem'l-Ilb adduct ((pg/e hemoElobinycicansttc per day) 

Analytical Lab: Harrogate 





Thnepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-valuc" 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

0.35,0.25 



023,0.19 




SD, SE 

0.310,0.073 



0.146,0.026 




MEDIAN 

0.24 



0.17 




MIN, MAX 

0.08,1.17 



0.06,0J7 




5%, 9594 

0.08,1.17 



0.06,0.47 




ttaf BLQ/ALQ Values 

i/n 



1/0 



Week 6 

N 

14 


NA 

28 


NA 


MEAN, GEO MEAN 

0.46,0.26 



1.35,0,20 




SD, SE 

0.670,0.179 



5,945,1.124 




MEDIAN 

021 



0.17 




MIN, MAX 

0,06,2,60 



0,03,31.67 




5%, 95% 

0.06,2.60 



0.05,0.66 




# Of BLQ/ALQ Values 

1/0 



2/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

038, 026 



0.73,0.22 




SD, SO 

0.434, 0,102 



2.793.0.494 




MEDIAN 

023 



0.22 




MIN. MAX 

0 07,1.82 



0.05,16.01 




5%, 95% 

0.07,1.82 



0.06,0.57 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilooxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (e.g., .254’ will be used as ’1JZ34’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Pfasma Biomarkers nf Exposure by Timepoint and Overatl 

(Page 7 of 14) 


Biomarker: 4-AminobiDhenvt-Hb adduct fue/a herooclobirO Analytical Lab: HarroRSle 

Tiraeroint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smukcrs 

Non-Smokcra 

P-value" 

Week I 

N 

is 

30 

€.0001 

31 

35 

€.0001 


MEAN. GEO MEAN 

45.39,37.62 

6.28.5.66 


28.01,24.04 

8.13,735 



SD.SE 

27.734,6.537 

3.023,0.552 


14.440,2.594 

4.064,0.687 



MEDIAN 

38,12 

5.39 


25.56 

6.80 



MIN. MAX 

12.37, 100.50 

2.90,13.87 


535,67.83 

2.49, 23.25 



5%, 95% 

12 37, 100.50 

3.12, 13.59 


2.37, 50.52 

2.95, 17.37 



ft of BLQ/ALQ Values 

0/0 

0/0 


04} 

043 


Week 6 

N 

14 

30 

€0001 

28 

35 

€0001 


MEAN, GEO MEAN 

44.70,37.31 

8.92,7.86 


66.16,38.07 

8.71,8.05 



SD.SE 

25,972, 6.941 

5287, 0.965 


146.613,27.707 

3.907,0.660 



MEDIAN 

41.52 

7.43 


37.63 

7.53 



MIN. MAX 

9.56,97.75 

4.11,27.86 


7.27, 808.80 

4.09, 22.67 



5%, 95% 

9.56,97.75 

4.31,20.64 


7.32,90.32 

4.36, 15.91 



# of Bl-QM.I-Q Vs hies 

0/0 

0/0 


0/0 

0/0 


Overall’ 

N 

18 

30 

<.0001 

32 

35 

€.0001 


MEAN, GEO MEAN 

43.73, 36.74 

7.60, 6.81 


44.63,3128 

8.43, 7.84 



SD.SE 

25,307, 5.965 

3.989, Q.728 


68.194, 12.055 

3.697, 0.625 



MEDIAN 

41.27 

6.49 


32.62 

7.17 



MIN, MAX 

12.37,99.13 

3.62,20.87 


6.31,408.68 

4.07,22.96 



5%, 95% 

12.37,99.13 

3.83,15.04 


6.35.79.08 

4.71. 16.35 



* P-valuc from Wilcox on rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ *1.234’ will bo used as 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 086 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 





PM3006437925 


RSR 
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Table 14.2.2-1 

Stahstieal Comparison Between Smokers and Non-Smokers by Gender of Blood attd'Ot Plasma Btomatieps of Exposure by Timcpoint and Overall 

(Page 8 of 14) 


Btontaiktr 4-Amincb>phenvl-Ht> adduct (tpg>'g hetnoglbblnVciMreuc per day) 

A-ualytical Lab, Harrogate 









Male 




Fttnak 


Tlmepoi& 

Statistic 

Smokeis 

Non-SmcieTS 

P-value" 


Smoker* 

Noo-Sttfcvkers 

P-vab* - 

Week) 

N 

1* 


NA 


31 


NA 


MEAN, GEO MEAN 

3.96,2,9b 




2.12,1,84 




SP,SE 

3564,0.934 




1.247,0.224 




MEDIAN 

2.86 




1.75 




MtN. MAX 

0.71,18.14 




0.59,6.43 




5%. 95% 

0.71,18.14 




0.90,4.79 




# of BLQ/ALQ Values 

0/0 




om 



Weeks 

N 

14 


NA 


28 


NA 


MEAN, GEO MEAN 

5.19,2.91 




16.89,2.79 




3D, SB 

9.231,2.467 




75.953,14.354 




MEDIAN 

2.07 




2,43 




MIN. MAX 

i ,08,36.66 




0.95,404.40 




5%, 95% 

1.OS. 36.66 




1.29,6 49 




# of BLQ/ALQ Values 

CTO 




wo 



Overall' 

N 

IS 


NA 


32 


NA 


MEAN. GBO MEAN 

4,26,2.92 




6.66,2.46 




SD.SE 

5.997,1.414 




35.599,6.293 




MEDIAN 

2.63 




1.97 




MIN, MAX 

0.90.27.40 




0.93,203.63 




5%, 95% 

0.90,27.40 




1.16, 6.43 




"NOTE: Values listed were normalized by taking the original uiomarfcei «sd dividing it by the number of cigarettes found in (jtKSiott 4 of the weekly survey fbr the corresponding week. 

* P-vslue from Wlleoxori rank-sum test. 

' Overall vahiea calculated by first averaging the results aerate visits within s subject, then calculating the descriptive statistics across subject*. Gxintof BLQ/ALQ values does not apply as the BLQ/Af/,2 values were converted m the limit 
of the quantification (e.g., ’<1234’ will be used as ’1.2340 for the averages beo»s viaia within s subject thus eliminating all BLQ/AUQ values for 8w overall staiistlos. 
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Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Pace 9 of 14) 


Biomarker: OrboxY hemoglobin (% saturation) Analytical Lab: CCLS 



Male 



Female 



Timeuohtt Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokera 

P-value 1 


Week I N 

IS 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

4 4,3.3 

0.5,0.4 


4.5, 3.4 

0.3, 0J 



SD.SE 

3.35,0.79 

020,0.04 


3.07,0.54 

0.08,0.01 



MEDIAN 

4.0 

0.4 


3.8 

0.3 



MIN, MAX 

0.3,14.8 

0.3,1.0 


0.S, 11.4 

0.3, 0.7 



5%, 95% 

0.3,14.8 

0.3,0.8 


0.9,11.3 

0.3,0.5 



tfufBLQ/ALQ Values 

I/O 

12/0 


0/0 

27/0 



Weak 2 N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

3.7,2.7 

0.4,0.4 


42,2.8 

0.3,0,3 



SD, SE 

2.69,0.63 

022,0.04 


321,0.58 

0.05,0,01 



MEDIAN 

3.0 

0.3 


3.7 

0.3 



MIN, MAX 

0.3, 8.6 

0.3, 1.1 


0.3,13.3 

0,3, 0,5 



5%, 95% 

0.3, 8.6 

0.3.0.9 


0.3,10.1 

0.3,0,5 



# of BLQ/ALQ Values 

1/0 

17/0 


2/0 

30/0 



Week 3 N 

17 

30 

<.0001 

29 

35 

<0001 


MEAN, GEO MEAN 

4.7,3.4 

0.5,0.4 


4.8,3.8 

05.0.4 



SD, SE 

3.52,0.&5 

0,47,0.09 


2.78,0.52 

0.33,0.09 



MEDIAN 

3.8 

0.3 


4,1 

0.3 



MIN, MAX 

0.3,11.3 

0.3,2.8 


0.3,9.7 

0.3,2.5 



5%, 95% 

0.3,11.3 

0.3,1.0 


0.7,9.3 

0.3,2.2 



it of BLQ/ALQ Values 

I/O 

16/0 


0/0 

22/0 



Week 6 N 

13 

30 

<.0001 

28 

35 

<.0001 


MEAN, GEO MEAN 

4.9, 3.5 

0.4,0.4 


4.6,3.5 

0,4,0,4 



SD, SE 

3.55,0.99 

0,20,0.04 


2.72,0.51 

021,0.03 



MEDIAN 

4.1 

0.3 


4.3 

0.3 



MIN, MAX 

0.3.13.9 

0.3.1.1 


0.3,9.8 

0.3,13 



5%, 95% 

0.3.13.9 

0.3,0.9 


0.4,92 

0.3, 0,8 



# of BLQ/ALQ Values 

i/0 

12/0 


1/0 

22/0 



Overall’ N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, aEO MEAN 

4.2, 3.2 

0.5,0.4 


4.4, 3.4 

0.4,0,4 



SD.SE 

3.00,0.71 

0.20.0.04 


2.89, 0.51 

Q.I7. 0.03 



MEDIAN 

3.6 

0.4 


4.1 

0.3 



MIN, MAX 

0.3, 12.2 

0.3. 1.3 


0.6. 11.0 

0.3. 1.1 



5%, 95% 

0.3,12.2 

0.3.0.8 


0.7,9.8 

0.3. 0.9 




1 P-value from Wilcoxon rank-sum left. 

' Overall values calculated by first averaging the result* acroas vytrts within b subject, then cakuhiiing the descriptive fftatiflties across sublets. Count of BLQ/ALQ values doe? not apply as the BLQ'ALQ values were convertod to the limit 
of the quantification (e.g., .234’ will be used a* ’1,234") for the average* across visit* within a subject thus eliminating all BI..Q ’ALQ values for the overall statistics. 
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Table 142.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page I Oof 14) 


Biornariter: Carboxybemogtobin ((% satnrationycigarette per day) _ Analytical Lab: CCL5 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smoker* 

Pvaiue* 

Smokers 

Non-Smokers 

P-vahic* 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.4,0.3 



0,3,03 




SD.SE 

0.67,0.16 



0.18,0.03 




MEDIAN 

0.2 



0.3 




MIN, MAX 

0.1, 3.0 



01,0.8 




5%, 95% 

01,3.0 



0.1, 0.8 




# of BLQ/ALQ Values 

1/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN. OEO MEAN 

0.4,0.2 



0.3, NA 




SD.SE 

0.97,023 



0.19,003 




MEDIAN 

0.2 



0.2 




MIN, MAX 

01,4.3 



0.0, 1.0 




5%, 95% 

0.1.4.3 



0.1,0.5 




ft of BLQ/ALQ Values 

1/0 



2/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

0,5,0.3 



0.3,03 




SD, SE 

0.51,0.12 



0.20,0.04 




MEDIAN 

0.3 



0.3 




MIN. MAX 

D.t.2.3 



0.1.1.1 




5%, 95% 

01,2.3 



0.1,0.6 




# of BLQ/ALQ Values 

1/0 



on 



Week 6 

N 

13 


NA 

28 


NA 


MEAN, GEO MEAN 

0.8, 0.3 



0.3,03 




sn,SF. 

1.88,0.5? 



0,23,004 




MEDIAN 

0.2 



0.3 




MIN, MAX 

0,1,7.0 



0.1, 1.3 




5% 95% 

01,7.0 



0.1, 0,7 




K of BLQ/ALQ Values 

1/0 



1/0 



Overall* 

N 

IS 


NA 

32 


NA 


MEAN, GEO MEAN 

0.5, 0.3 



0.3,0 J 




SD.SE 

0,93,022 



0.19,0.03 




MEDIAN 

0.3 



03 




MIN, MAX 

0.1,42 



0.1, 1.1 




5%. 95% 

0.1,42 



0.1,0.7 




NOTE: Values listed were normalized by taking the original biometkerand dividing it by the number of cigarettes found in question 4 of the weekly atrvey for the corresponding week. 

* P-value from Wilcoxon rattk-aum teat. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., N1.234’ will be ttBed as T .2341 for the averages across visits within s subject thus eliminating all BLQ/ ALQ values for the overall statistics. 
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Tahir 14 2 2-1 

Statistical Comparison Between Smokers anti Non-Smokers by Gender of Blood anchor Plasma Biomatkers of Exposure by Timepoint and Overall 

(Page 11 of 14) 


BiomaAer. 3-Aminobiphcnyl-Hb addaci 1 pb/e hemoglobin) Analytical Lab: INBifO 




Male 



Female 


Timepoint Statistic 

Smokera 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 N 

2 

4 

0.7237 

1 

4 

NA 

MEAN, GEO MEAN 

0.70,0.70 

2.17,1.23 


0.70,0.70 

0.70,0.70 


SD, BE 

0.000,0.000 

2.945, 1.473 


NANA 

0.000,0.000 


MEDIAN 

0.70 

0.7U 


0.70 

0.70 


MIN, MAX 

0.7C, 0.70 

0.70,6.59 


0.70,0.70 

0.70,0.70 


5%, 95% 

0.70,0,70 

0.70,6.59 


NA.NA 

0.70,0.70 


# of BLQ/ALQ Values 

2/0 

3/0 


1/0 

4/0 


Week 6 N 

2 

4 

1.0000 

1 

4 

NA 

MEAN, GEO MEAN 

0.70,0.70 

0.70, 0.70 


0.70,0.70 

0.70, 0.70 


SD, SE 

0.000,0.000 

0.000, 0.000 


NANA 

0.000,0.000 


MEDIAN 

0.70 

0,70 


0.70 

0.70 


MIN, MAX 

0.70,0.70 

0.70,0.70 


0.70, 0.70 

0.70, 0.70 


5%, 95% 

0.70, 0.70 

0.70,0.70 


NA.NA 

0.70, 0.70 


# of BLQ/ALQ Values 

2/0 

4/0 


1/0 

4/0 


Overall" N 

3 

4 

0.5637 

2 

4 

1.0000 

MEAN, GEO MEAN 

0.70, 0.70 

1.44,1.06 


0.70,0.70 

0.70, 0.70 


SD, SE 

0.000, 0.000 

1.475,0.733 


0.000,0.000 

0.000, 0,000 


MEDIAN 

0.70 

0.70 


0.70 

0.70 


MIN, MAX 

0.70,0.70 

0.70. 3.65 


0.70,0.70 

0.70, 0.70 


5%, 95% 

0.70, 0.70 

0.70, 3.65 


0.70,0.70 

0.70, 0.70 



' P-value Awn Wtlcoxon rank-sum teat. 

' Overall values calculated by first averaging the results across vtsils within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (c.g., ’<].234’will be used as ’] .234’} for the averages across visits within a subject dura eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 2.1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 12 of 14) 


Biomarker: J-Amirrobiptienyl-t-lb adduct (Ipg/g hemoglobin Vtigarette perdaV) 

Analytical Lab: INBIPO 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokera 

P-vaJue* 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

2 


NA 

i 


NA 


MEAN, GEO MEAN 

0.08,0.07 



0.06,0.06 




SD, SE 

0.057,0.040 



NA,NA 




MEDIAN 

O.OS 



0.06 




MIN, MAX 

0.04,0.12 



0.06,0.06 




5%, 95% 

0.04,0.12 



NA,NA 




# of BLQ/ALQ Values 

2/0 



143 



Week6 

N 

2 


NA 

1 


NA 


MEAN, GEO MEAN 

0.06, 0.05 



0.18,0.18 




SD, SE 

0.021,0.015 



NA,NA 




MEDIAN 

0.06 



0.13 




MIN, MAX 

0.04,0.07 



0.18,0.18 




5%, 95% 

0.04,0.07 



NA, NA 




# of BLQ/ALQ Values 

2/0 



1/0 



Overall” 

N 

3 


NA 

2 


NA 


MEAN, CEO MEAN 

0.06, 0.05 



0.12,0.10 




SD, SE 

0.035, 0.020 



0,085,0,060 




MEDIAN 

0.04 



0.12 




MIN, MAX 

0.04,0.10 



0.06.0.18 




5%, 95% 

0.04, 0.10 



0.06,0.18 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-vaJue from Wi lemon rank-sum test 

' Overall values calculated by first averaging the results aero*® visits within a subject, then calculating tbc descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *1.234’ will be used as T.234 1 ) fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2-2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomaricers of Exposure by Timepomt and Overall 

(Page 13 of 14 - ) 


Biomaiker: 4-Antmobipltenyl-Hb adduct (ps/e hetnotrlobiu} Analytical Lab: INBIFO 



Male 



Female 


Tlmepomt Statistic 

Smokers 

Noo-Smokcis 

P-value* 

Smokera 

Non-smokers 

F-vaJue* 

Week 1 N 

4 

4 

0.0304 

3 

4 

0.0518 

MEAN, GEO MEAN 

28.28,27,74 

9.64.920 


40.03, 37.23 

11.21,10.4* 


SD,SE 

6.004,3.002 

3.405,1.702 


39.605,11.319 

4.995.2.498 


MEDIAN 

29.75 

9.06 


29.87 

9.68 


MIN, MAX 

19.77, 33.83 

6.74,13.71 


2759,62.63 

7,07,1839 


5%, 95% 

19.77, 33.83 

6.74, 13.71 


27.59,62.63 

7.07,18.39 


# of BLQ/ALQ Values 

OK) 

0/0 


0/0 

C/0 


Weekfi N 

3 

4 

0/2159 

4 

4 

0.0304 

MEAN, GEO MEAN 

18.19,18.13 

13.06,12.31 


43.37,39.47 

9.54, 9.09 


SD, SE 

1.828,1.055 

4.998,2.499 


23.707,11.853 

3.683. 1.842 


MEDIAN 

17.44 

12.85 


33.69 

8.14 


MIN, MAX 

16.85,20,27 

7.30,19.24 


27.83, 75.25 

6.90, 14,99 


5%, 95”/. 

16.85,20.27 

7,30,19.24 


27.83,78325 

6.90, 14.99 


# of BLQ/ALQ Values 

0/0 

<W 


0/0 

0/0 


Overall* N 

4 

4 

0.0304 

4 

4 

0.0304 

MEAN, GEO MEAN 

24.61,24.24 

11.35, 10.93 


4034, 39,14 

10.38, 9.81 


SD, SE 

4.738,2.36$ 

3.433,1.717 


11.431,5.715 

4J15,2.(58 


MEDIAN 

25.46 

11,54 


39,06 

8.91 


MIN, MAX 

18.31,29.21 

7.11,1522 


29.19, 54,06 

6.99,16.69 


5%, 95% 

18.31,29.21 

7.11,15.22 


29.19, 54.06 

6.99, 1569 



* P-YflJre from Wilcoxon rank-sum test. 

' Overalt values cateuUed by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<I .234’ will be used as 1,2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure hy Ti mepoirtr and Overall 

(Page 14 of 14) 


Biomarker. 4-AniiuobiplKnyI-Hb adduct ((pg/g hemoglobinycigarette per day) 

Analytical Lab: INBIFO 





Time-point 



Male 



Female 


Statistic 

Smoke a 

Non-Smoker* 

P-vatoe* 

Smokers 

Non-Smokera 

P-vaine* 

Week 1 

N 

4 


NA 

3 


NA 


MEAN, GEO MEAN 

332,2.90 



632.3.30 




SD.SE 

1.924,0.962 



8.115,4.685 




MEDIAN 

2.99 



2.30 




MIN, MAX 

1.68, 5.64 



1.00,15,66 




5%, 95% 

1.68,5.64 



1.00,15.66 




# of BLQ/ALQ Values 

0/0 



0,4) 



Week 6 

N 

3 


NA 

4 


NA 


MEAN, GEO MEAN 

130, Ut 



3.80,3.44 




SD, SE 

0.636,0.367 



2,134, 1.067 




MEDIAN 

0.97 



2.90 




MIN, MAX 

0.89,2.03 



2.43,6.96 




5%. 95% 

0.89.2.03 



2.43, 6.96 




If of BLQ/ALQ Values 

0/0 



0/0 



Overall' 

N 

4 


NA 

4 


NA 


MEAN, GEO MEAN 

2.67,232 



4.57,3.42 




SD.SE 

1.545,0.772 



4.508,2.254 




MEDIAN 

2.60 



2.59 




MIN, MAX 

133.4.17 



1.81,11.31 




5%, 95% 

133,4.17 



1-81,1131 




NOTE: Values listed were normalized by taking the original bioirarker and dividing by die number of cigarettes found in question 4 of the weekly survey for the corresponding week. . 

* P~value from WiJcoxon rank-sum test, 

' Overall values calculated by first averaging the resulis across visits within a subject, then calculating the descriptive statistic! scran subjects. Court! of BLQ/ALQ values dues not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. '<1.234’will be used as 1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overnlJ statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 2.2 

Statistical Comparison Between Smoke re and Non-Smokers by Gender of 24-Hour Urine B iomarkere of Exposure by Timepoint and Overall 

(Page l of264) 


Biomarker. NNAL (pg/24hr) _ Analytical Lab: Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc - 

Smokers 

Non-Smokers 

P-value J 

Weekl 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

554, 95% 

# of BLQ/ALQ Values 

IS 

191274.750,138941.078 
118708.1704,27979.7841 
192779.000 
8460.000,409840.000 
8460.000,409840.000 

I/O 

30 

10411.800, 9179.577 
5411.7101,988.0386 

8190.000 

3180.000,22800.000 

3900.000,20100.000 

29/0 

<0001 

32 

281919.984,211578.900 

201340.9792,35592.3929 

234058.500 

16500.000,852335.000 

23940.000,671265.000 

1/0 

35 

12554.851,11115.607 
6518.8212, 1101.8819 
11100.000 

3420.000, 30796,800 
4800.000, 27840.000 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 
554.95% 

# D f BLQ/ALQ Values 

17 

229255.471,150668.508 
184405.3931,44724.8773 
162846.000 

6288.000.5739B0.Q00 
6288.000. 573980.000 

1/0 

30 

15485.700,12411.461 
12690.8350,2317.0169 
11400.000 

4500.000,57240.000 
4500.000, 52910.000 

27/0 

<0001 

29 

307183,903,256566.325 
164685.2029, 30581.2745 
286356.000 

45936.000,781704.000 
52452.000,535470.000 

0/0 

35 

12785.229,11917.008 

4916.9699,831.1196 

12180.000 

5640.000,28440.000 
5940.000,20100.000 

34/0 

<0001 

Overall' 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MTN. MAX 

5%, 95% 

18 

210250.875,149953.882 
140301.9013, 33069.4753 
185850.500 

7374.000, 426577.000 
7374.000,426577.000 

30 

12948,750,11411.289 
7000.2068,1278.0570 
10033,500 

3840.000.32310.000 
5280.000,29095.000 

<0001 

32 

287126.995, 234337.908 
166377.3100, 29411.6310 
262596375 

34476.000.589956.000 
53922.000,588892.500 

35 

12670,050, 11705.685 
5321.9122, 899.5673 
11790,000 

5910.000,28140.000 
6450.000,24998.400 

<0001 


4 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<( .234’will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ Yaloes for the overall statistics. 


NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


Final Draft: 25 March 2003 


Page 694 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437933 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page l of 264) 


Biomarker: NNAL lDmol/24hr) Analytical Lab: Madison 




Mafc 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Value, 

18 

914.293,664.139 
567.4251,133.7434 
921.484 

40.439,1959.035 

40.439,1959.035 

I/O 

30 

49.768,43.878 
25.8680,4.7228 

39.148 

15,200, 108.984 
18.642,96.078 

29/0 

<0001 

32 

1347578,1011.347 
962.4099. 170.1316 
1118.800 

78.870, 4074357 

114.433, 3208.647 

I/O 

35 

60.012,53.133 

31.1599, 52670 

53.058 

16.348, 147209 

22.944, 133.075 

32/0 

<0001 

Week! 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

1095.841,720.195 

881.4577,213.7849 

778.413 

30.057, 2743.624 

30.057, 2743.624 

1/0 

30 

74.022,59.327 

60,6622,11.0754 

54.492 

21-510,273.607 

21.510,252.910 

27/0 

<0001 

29 

1468.339, 1226.3S7 
787.1953, 146.1785 
1368.782 

219.574,3736.545 

250.721,2559.547 

0/0 

35 

61.113, 56.963 
23.5031,3.9727 

58.220 

26.959, 135.943 

28.393, 96.078 

34/0 

<0001. 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MSN, MAX 

3%, 95% 

18 

1005.047,716.780 
670.6430, 158.0721 

8883 66 

35.248.2039.038 

35.248,2039.038 

30 

61.895. 54.546 
33.4610,6.1091 

47.961 

18.355.154.442 

25.239,139.074 

<ooot 

32 

1372.467, 1 120.135 
795.2836, 140.5876 
1255.211 

164.795.2819.990 
257.747, 2SI 4.907 

35 

60.563, 55.953 

25,4387,4.2999 

56.357 

28.250,134.509 

30.831, 119.493 

<0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within & subject, then calculating the descriptive statisties across subjects. Count of BLQ/ALQ values doe* not apply as tlB BLQ/ALQ value* were converted tu the limit 

of the quantification <e.g., .234’will be used as ’1,2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkeis of Exposure by Timepoitrt and Overall 

(Page 3 of 264) 


Biomarker: NNAL |(pR/24h r Vcifiarc t ie per da y) Analytical I ill: Madison __ ________ 

_Male_ _Female 


Timepoitrt 

Statistic 

Smokers 

Non Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5%, 95% 

# of BUJfALQ Values 

IS 

14QS5.758, 10948.9® 
11496.8277,2709.8283 
9920.500 

2820.000,50956.800 
2820.000,50956.800 

1/0 


NA 

32 

20-119,190,16021.124 

16442.9829,2906.7362 

14300.465 

5781.000,85235.500 

5852-273,46530.000 

1/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MiN, MAX 

J%, 95% 

# of BLQ/ALQ Valuta 

17 

17404.532, 14171.545 
9655.2960,2341.7533 
16640.000 

2096.090,35162.000 
2096.000,35162.000 

1/0 


NA 

29 

21914.687,18561.087 
14064.9755,2611.8004 
16884.000 

7314.000, 64500,000 
7826.000,52113.600 
fl/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5%, 95% 

18 

15538.380,12750.184 

9552.7621,2251,6076 

14099.908 

2458.000,417631200 
2458.000,41763200 


NA 

32 

21374,985,18123.410 
13308,0772,2352.5579 
15865.686 

6S03.500, 62355.425 
6936.783,46530.000 


NA 


NOTE: Values listed were normalized by taking tire original bkjmartrer tend dividing, it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wikoxon rank-sum test 

' Overall values calculated by first averaging the resulls across visits within a subject, then calculating the descriptive swristics across subjects. Count of BLQ/ALQ values does not apply as tire Bi-Q/ALQ values were converted to the limit 
oftlie quantfiicaton (e.g., <j.234’will be used as'! 234) for the averages acroes visits within a subject thus eliminating aiiBLQ/ALQ values for Are overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 4 of 264) 


BiomaAer. NNAL ((prool/24hrycigarette per day) Analytical Lab: Madison 


Male 


Female 




Smokers 

Non-Smoker* 

P-value* 

Smokers 

Non-Smokers 

P-value‘ 

Wwkl 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

544,9544 

# of BLQ/ALQ V.lues 

IS 

67.330,52.336 

54.9549,12.9530 

47.420 

13.480,243.574 
13.480,243.574 

1/0 


NA 

32 

97.604,76.581 

78.3975, 13.8942 

68.356 

27.633, 407.426 
27.974,222.413 

1/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MrN, MAX 

544,9544 

# of BLQ/ALQ Vilues 

17 

83.194,67.740 

46.1524, 11.1935 

79.539 

10.019, 172.S54 

10.019, 172.854 

1/0 


NA 

29 

104.752, 88.722 

67-2306,12.4844 

80.706 

34.961,308.310 

37.408,249.103 

tvo 


NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

544,95% 

18 

74274, 60.946 

45.6623, 10.7627 

67.398 

11.750. 199.629 

11.750, 199.629 


NA 

32 

102.173, 86.630 

63.6126,11.2452 

75.838 

32.521,298.059 

33.158,222.413 


NA 


NOTE: Values listed were normalized by taking the original btomatker and dividing it by the number of cigarettes found in question 4 of the weekly survey far the corresponding week. 

* P-value from WHcoxon rank-sum test nTA . ltrt . . .. u 

■ Overall values calculated by first averaging the results acroBB visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply aa the Bl.Q/ALQ values were converted to the limit 
of the quantification (e.g., VI.234’ will be used as T234') for the average* across viiMt* within n subject thus eliminating all BLQ/ALQ values for the overall statistics* 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2 2-2 


Rinmarker NNAL fnc/mc Creatinine 1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 lour Urine Biomarken; of Exposure by Timepoint and Overall 

(PageS of 264) 

Analytical Lab; Madison _ __ 


■ ■ 



Male 



Female 


Tinwpoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-valire" 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MED TAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

160.048, 1Q5.095 
1712216,40,3573 

105.373 

7.958,767.052 

7.958, 767.052 

1(0 

30 

5.942,5.165 

3.3379,0.6094 

4.491 

1.932,14.815 

2.683, 11.788 

29(0 

<0001 

32 

252.415, 184.524 
181.5307,32.0904 

208.248 

12.795,813359 

13.730,612.755 

1/0 

35 

10.689,9.434 

5.4597,0.9229 

9.509 

2285, 29.814 

3.436,20.782 

32/0 

<.0001 

Week 3 

N 

MEAN. GEO KEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

153.041,108.730 
106,2859,25,7781 

109.091 

5.525,368.503 

5.525,368.503 

I/O 

30 

8.665,6.794 

6.9510, 1.2691 

6.367 

2.158,30.264 
2.413,29.578 

27/0 

<.0001 

29 

270.188,218.820 

171.0361,31.7606 

225.402 

47.240, 724.324 

52.222, 553.597 

0/0 

35 

11.615,10.332 

5.7724, 0.9757 

10.657 

3.259, 30.000 
3.795,23.715 

34/0 

<0001 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

155.884, 110.331 
125.4039,29.5580 

121.636 

6.742,522399 

6.742, 522 399 

30 

7.304,6.332 
4,0251.0.7351 

5.790 

2.364,17.426 

2.693,16.420 

<.0001 

32 

260.848, 202.542 
177.8695,31.4432 
207.009 

32.976, 768.842 

34373, 612.755 

35 

11.152,10.111 

4.8999,0.8282 

10.520 

3.348.23.043 

4.532,21.741 

<.0001 


* P-vaiue from Wilcoxon rank-gum tost. _ , , T ~ . 

* Overall values calculated by first averaging the results acrosi visits within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ values toes not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., VI234' will be used as 1.234 1 ) for the averages acroas viaits within a subject thua eliminating all BLQ/ALQ values far tbe overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcre of Exposure by Timepoirrt and Overall 

(Page 6 of264) 


Bionwker. NNAL (pmol/mg Creatinine) 

Analytical Lab: Madison 








Male 



Female 


Tiraepoml Statistic 

Smokos 

Non- Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value" 


Week 1 

N 

18 

30 

<20001 

32 

35 


MEAN, GEO MEAN 

0.765, 0.502 

0.028,0.025 


1207,0.882 

0.051,0.045 


SD, SE 

0.8185,0.1929 

0.0160,0.OC29 


0.8678, 0.1534 

0.0262,0.0044 


MEDIAN 

0.504 

0.022 


0996 

0,045 


MIN, MAX 

0.038, 3.667 

0,009,0.071 


0.061,3.888 

0.011,0.143 


5%, 95% 

0.038, 3.667 

0.013,0.056 


0.066, 2.929 

0.016,0.099 


# of BT.Q/ALQ Values 

1/0 

29/0 


1/0 

32/0 

Week 3 

N 

17 

30 

<.0001 

29 

35 


MEAN, GEO MEAN 

0.731, 0.519 

0.041, 0.032 


1.291, 1.046 

0.056,0.049 


SD, SE 

0.5080, 0.1232 

0.0332,0.0061 


0.8175,0.1518 

0.0275, 0.0046 


MEDIAN 

0.52! 

0.031 


1.077 

0.051 


MIN, MAX 

0.026, 1.761 

0,010,0.145 


0.226, 3.462 

0.016,0.143 


5%, 95% 

0.Q26, 1.761 

0.012,0.141 


0.250, 2.646 

0 018,0.113 


# of BLQ/ALQ Value* 

1/0 

27/0 


0/0 

34/0 

Overall' 

N 

IS 

30 

<.0001 

32 

35 


MEAN, GEO MEAN 

0.745, 0.527 

0.035,0.030 


1247,0.968 

0.054, 0.049 


SD, SE 

0,5996, 0,1413 

0.0193,0.0035 


0.8503,0.1503 

0,0233,0.0039 


MEDIAN 

0.582 

0.028 


0.990 

0.051 


MIN, MAX 

0.032.2.498 

0.011,0.084 


0.158,3.675 

0.016,0.111) 


5%, 95% 

0.032, 2.498 

0.013,0.079 


0.164,2.929 

0.022,0.104 


* P-vahie from Wilcoxon rank-sum test. 

* Overs!! values calculated by first averaging the resuite across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (e.g., .234’ will be used as 1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of 264) 


Biomarker: NNAL {(pfi-infi Creatinineycigarette per day) _ Analytical Lab; Madison 


Male _ __Female 


Timepolni 

Statistic 

Smokers 

Nun-Smokcis 

P-valuc 1 

Snukcn 

Non-Srnukcre 

P-value J 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

IS 

16.423. 8.282 

34.5325, 8.1394 

6.962 

2.653, 153.410 

2.653, 153.410 

1/0 


NA 

32 

17.616.13.972 

12.0923,2.1376 

14.081 

3.199,51.694 

4.430,40.850 

I/O 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

13.465, 10227 

12.1015, 2.9350 

12.019 

1.842,55.549 

1.842, 55.549 

1/0 


NA 

29 

19.709,15.830 

15-4795, 2.8745 

13.056 

6.429,69.200 
6.641,61.602 

06) 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5(4, 95% 

18 

14.726, 9,379 

22.8841, 5.3938 

9.583 

2.248.104.480 

2.248.104.480 


NA 

32 

19.095,15.708 
12.7178,2.2482 

14.886 

5.430, 60.447 
5.699.40.850 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value firm Wilccxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, Lbcn calculating the descriptive statistics across subjects. Count uf BLQ/ALQ values docs not apply aa the BLQ/ALQ values were converted to tho limit 
of the quantification (c.g., VI .234’ will be used as *1,234 T For the averages acroaa visits within a subject thus elrmlnatitifi oil BLQ/ALQ ’mines for tbe overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Protocol No. PM-8450 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoirct and Overall 

(Page B of264) 


Biomaiker. NNAL Upmol/mg CreatTniney cigarette per day) Analytical Lab: Madison 


Mats 


Female 


Timepoint 

Statistic 

Smoker* 

Non-Smokers 

P-vaiue* 

Smokers Non-Smokers 

P-viIue a 

Weekl 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

0.079, 0,040 



0.084, 0.067 



SD,SE 

0.1550,0.0389 



0.0578,0.0102 



MEDIAN 

0.034 



0.067 



MIN, MAX 

0.013,0733 



0.015,0.247 



5%, 9594 

0.013,0.733 



0.021,0.195 



# of BLQ/ALQ Values 

1/0 



1/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

0.064, 0.049 



0.094,0.076 



SD, SE 

0.0580, 0.0141 



0.0740,0.0137 



MEDIAN 

0.057 



0.063 



MIN, MAX 

0.009, 0.256 



0.031,0.331 



594, 9594 

0.009, 0266 



0.032, 0.295 



# of BLQ/ALQ Values 

1/0 



0/0 


Overall" 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

0.071, 0.045 



0.092, 0.076 



SD, SE 

0.1095, 00258 



0.0608, 0.0107 



MEDIAN 

0.046 



0.072 



MIN, M AX 

0.011,0.500 



0.026.0289 



5%, 9594 

0.011,0.500 



0.028,0.195 


NOTE: Values listed were normalized by taking the original biomarter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


' P-value from Wilcoxon rank-sum lest. 






* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistic* across subjects. 

Count of BLQ/ALQ values does not apply os the BLQ/ALQ value* were 

converted to the limit 


of the quantification (e.fi., *<1.234* will be used as TTL34’) fbrtbe average* acres* visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers ami Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 9 of 2M) 


Biomarker: NNAL (pe/mL) Analytical Lab: Madison 



Male 



Female 


Timepoint Statistic 

Smokert 

Non-Sntokers 

P-vilue* 

Smokers 

Non-Smokers 

F-value' 

Week 1 N 

18 

30 

<.0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

121.7,84.9 

6.5,62 


1660, 120.8 

6.3, 6.2 


SD.SE 

83.64,19.71 

2.61,0.48 


116.66,20.62 

0.93,0.16 


MEDIAN 

127.5 

6.0 


150.8 

6.0 


MIN. MAX 

6.0,333.0 

6.0,20 3 


6.0,4848 

6.0, 9,6 


5%, 95% 

6.0,333.0 

6.0,6.0 


11.4,463.9 

6.0,9.6 


ft of BLQ/ALQ Vatues 

WO 

290 


1/0 

32/0 


Week 3 N 

17 

30 

<0001 

29 

35 

<.0001 

MEAN. GEO MEAN 

122.7,89.1 

8.7,7,1 


183.8, 149.5 

6.1, 6.1 


SD,SE 

81.19, 19.69 

9.14,1.67 


118.10,21,93 

0.76,0.13 


MEDIAN 

134.6 

6.0 


160.8 

6,0 


MIN, MAX 

60, 290,8 

6.0,42-4 


282,485.1 

6.0,10.5 


m. 95% 

6.0,290.3 

6.0,40.7 


45.6,411.9 

6,0. 6.0 


ft of BLQ/ALQ Values 

I/O 

270 


0/0 

34/0 


Overall* N 

IS 

30 

<.0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

[22,7,92.8 

7.6,6.9 


1712,135.6 

6,2, 6.2 


SD.SE 

68.42, 16,13 

4.69,0.86 


112.66, 19.92 

0.59, Q.10 


MEDIAN 

135.9 

6.0 


152.1 

6.0 


MIN, MAX 

6.0,233.8 

6.0,242 


17.1,474.5 

6.0, 8.3 


5%, 95% 

6.0,233.8 

6.0,234 


28.5,444.8 

6.0, 7.8 



* P-vaiue from Wilcoxan rank-sum ter.. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as '1 234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tirnepoint ami Overall 

(Page 10 of 2641 


Biomarker: NNAL (pmohL) Analytical Lab: Madison 

Timepoini 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

13 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

581.6,405.8 

31.0,29.9 


793.5.577.7 

30.0.29.8 



SD. SE 

399.78, 94.23 

12.47,2.28 


557.62,98.57 

4.45,0.75 



MEDIAN 

609.5 

28.7 


720.6 

28.7 



MIN, MAX 

28.7,1591.7 

28.7,97.0 


28.7,2315.9 

28,7,45.9 



5%. 95% 

28.7, 1591.7 

28.7,28.7 


54.5,2217.4 

28.7,43.9 



# of DLQ/ALQ Values 

1/0 

29/0 


1/0 

32/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

586.3,426,0 

41.7,33.8 


878.5, 714.7 

29.3, 29^ 



SD, SE 

388.07, 94.12 

43.66, 7.97 


56430, 104.82 

3.63,0.61 



MEDIAN 

643.4 

28.7 


768.6 

28.7 



MIN, MAX 

28.7, 1390.0 

28.7,202.7 


134.8, 2318.8 

28.7, 50.2 



5%, 95% 

28.7, 139G.C 

28.7,194.5 


218.0, 1968.9 

28.7, 28.7 



U of BLQ/ALQ Values 

1/0 

27/0 


(V0 

34/0 


Overall" 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

586.6,4433 

36.4,33.0 


818.0,648.1 

29.7, 29.6 



SD, SE 

327.02, 77.08 

22.37,4.08 


538.54,95.20 

2.81,0.47 



MEDIAN 

649.5 

28.7 


726.7 

28.7 



MIN, MAX 

28.7, 1117.6 

28.7,115.7 


81.8, 2268.1 

28.7, 39.5 



5%, 95% 

28.7,1117.6 

28.7, 111.6 


136.3.21263 

28.7. 37.3 



1 P-value from Wilcoxon rank-sum tew. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234’will be used as T.234 1 ) for die averages across visits within a subject ihus eltmimuhtg ah BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 11 of 264} 


Biomarker: NNAL llpg/mLVcigaretie per day) Analytical Lab: Madison 


fimepoint 


Week I 


Week 3 


Overall' 


Statistic 

Suiukcia 

Non-Smokers 

P-vtLue* 

Smokers 

N 

18 


NA 

32 

MEAN. GEO MEAN 

9.1,6.7 



12.1,92 

SD, SE 

7.55,1.78 



9.92,1.75 

MEDIAN 

7.2 



8.5 

MIN. MAX 

1,4,27.8 



1.9,47.0 

5%, 95% 

1.4,27.8 



2.9, 34.8 

# of BLQ/ALQ Values 

1/0 



1/0 

N 

17 


NA 

29 

MEAN, GEO MEAN 

12.1, 8.4 



13.4, 10.8 

SD, SE 

13-33,3-223 



9.40,1.75 

MEDIAN 

8.9 



11.4 

MIN, MAX 

2.0, 58.2 



3.8, 38.5 

5%. 95% 

2.0, 58.2 



4.3,31.2 

# of BLQ/ALQ Values 

I/O 



0/0 

N 

18 


NA 

32 

MEAN, GEO MEAN 

10,4, 7.9 



13.2, 10.5 

SD, SE 

927,2.18 



9.97,1.76 

MEDIAN 

8.2 



10.0 

min, max 

2.0,42.4 



3.7,47.0 

5%. 95% 

2.0,42.4 



4.1, 36.7 


Female 


Noa-Smokers 


P-Y&hre* 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes Sound m queaiion 4 of the weekly survey for the corresponding week. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count or BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g„ 'el.234’ will be used aa T.234T for die averages acroac vhrita within a subject thus eliminating all BLQ/ALQ values for the Overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Ov erall 

{Page 12 of 264) 


Biomarkcr NNAL ((nmoL'Lydnarene per day) 

Analytical Lab: Madison 





Trmepcrnt 



Male 


Female 


Statistic 

Smokers 

NoTFSmokcra 

P-value* 

Smokers Non-Smokere 

P-value* 

Week 1 

N 

IS 


NA 

32 

NA 


MEAN, GEO MEAN 

43.3.32,0 



57.7,43.8 



SD. SE 

35.05,8.50 



47.46,8.39 



MEDIAN 

34.4 



40.6 



MIN, MAX 

6-5, 1315 



9.0, 2247 



5%, 95% 

6„5,132.6 



13.6,166.3 



H of BLQ/ALQ Values 

I/O 



I/O 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

57.7,40,1 



64,1,51.7 



SD, SE 

63.66, 15.44 



44.91,3.34 



MEDIAN 

42.5 



54.4 



MIN, MAX 

9,6,278.0 



18.2,183.9 



5%, 95% 

9.6, 278.0 



20.6,148.9 



#of BLQ/ALQ Values 

I/O 



0/0 


Overall’ 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

49.7,37.5 



62.8,50.1 



SD, SE 

44.25,10.43 



47.64, 8.42 



MEDIAN 

39,1 



47.4 



MJN, MAX 

9.6, 202.5 



17.7,224.7 



5%, 95% 

9.6,202.5 



19.4,175.1 



NOTE: Values listed were normalized by taking the original bfomariter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxcm rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acroaa subjects, Count of BLQ/ALQ values doe b not apply as the BLQ/ALQ values were converted to the limit 


of the quantification (e.g., v;1.234'will be used as 1.234’) for the averages am»s visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hnnr Urine R inmarkers of Exposure by Timepoint and Overall 

(Page 13 of 264) 


Biomarker: NNAL plus NNAL-gluc (pg.*24hrj Analytical Lab: Madison 




Mile 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 

P-valnc" 

Week 1 

N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

803981.853,509039.708 
609148.1353, 147740.1237 
529126.000 

8460.000,2084332.500 
8460.000,20S4332.500 

I/O 

30 

17773.167. 11018.595 
32167.6563, 5872.9837 
8940.000 

3180.000, 181986.000 
3900.000,41624.000 

24/0 

<.0001 

32 

890920.641, 630563363 
623305.8737, 110185.9525 
301427.000 

34650.000,2307613.000 

37125.000,2245880.000 

CM) 

35 

11732.457, 10761.183 
4713.9363,796.8007 
11100.000 

3420.000.20100.000 
4800.000, 19500.000 

34/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MTN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

17 

780888.832,484578.381 
625370.0458, 151674.5149 
540730.000 

6288.000, 2075948.000 
6288.000, 2075948,000 

1/0 

30 

13735.533,11563274 
10652.3865,1944.8508 
10740.000 

4500.000, 61490.000 
4500.000, 28208.000 

26/0 

<.0001 

29 

992757.038,730891.571 
753692.7111, 139957.2229 
928092.000 

56730.000,4046406.000 
97520.000,1962480.000 

OtO 

35 

14912.257,12932,435 
10344,7620,1748.5839 
12180.000 

5940.000, 53066.000 

6408.000, .40799.000 

32/0 

<.0001 

Overall’ 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

803959.736,518625,587 
602618.8956, 142038.6158 
619903.500 

7374.000, 2080140.250 
7374.000,2080140.250 

30 

15754,350, 11765.827 
17937.3794,3274.9024 
9780.000 

3840/000, 97218.000 
4590.000,51557.000 

<•0001 

32 

9140Z5.1S1,677520375 
592842.6716, 104800.7683 
855139.500 

46927.500,2468208.000 
66085.000,2135046300 

35 

13322.357, [2146.327 
6356.8366, 1074.5015 

11790.000 

6400.000, 33874.500 

6450.000, 30583.000 

<.0001 


" P-valuc from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., V:i .234’ will be used as ’1.234’) for the averages across visits within a Subject ihus eliminating all BLQ/ALQ values fbr the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers anti Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Titttepoint ami Overall 

(Page 14of264) 


BiomarkeriNNALolus NNACuluc (nmol/24hrl Analytical Lab: Madison 




Male 



Female 


Time paint 

Statistic 

Smokers, 

■Nan-Sfookcra 

P-value* 

Smokers 

Nott-Stpokcra 

P-value" 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

17 

3843.038,2433210 
2911.72*0,706.1973 

2529.222 

40.439,9963.109 

40.439,9963.109 

1/0 

30 

84.936,52.669 

153.7614,28.0729 

42.733 

15.200, 869.893 

18.642,198.963 

24/0 

<0001 

32 

4258.601,3014.094 
2979.4020, 526.6888 
3830.821 

165.627, 1I030J90 
177.458,10735.306 
ora 

35 

56.081,51.439 

22.5326, 3.8087 

53.058 

16.348, 96.078 
22.944,93.210 

3470 

<.0001 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MW, MAX 

5%, 95% 

# of BLO/ALQ Values 

17 

3732.649,23162815 
2989.2688, 725.0042 

2554.689 

30.0S7,9923.03! 

30.057, 9923.031 

1/0 

30 

65.656,55.272 
50.9184,9.2964 

51.337 

21.510.293.922 

21 510.134.834 

26/0 

<.0001 

29 

4745.379, 3493.662 
3602.6512, 668.9955 
4436280 

271.169,19341.821 
466.146. 9380.654 

0/0 

35 

713181. 61.817 
49.4479,8.3582 

58.220 

28.393,253.655 

30.630.242.819 

32/0 

<0001 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

15 

3842.926, 2479.032 
2880.5182, 678,9446 

2963.139 

35248, 9943.070 
35.248,9943.070 

30 

75.306, 56.241 

85.7407, 15.6540 

46.749 

18.355.464.702 
21.940,246.443 

<,0001 

32 

4369-041, 3238.548 
2833.7879, 500.9477 

4087 J67 

224.314,11798.035 
315,887,10205.522 

35 

63.681.56.061 

30.3856,5.1361 

5S.357 

30.592,161,920 

30.831, 146,187 

<0001 


* P-value from Wilcoxon rank-aum test. 

' Overall values calculated by fust averaging the results across vistis within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
uf the quantification (e.g., <1 .234’ will be used as ’12343 for the averages across vHits within a subject, tbue eliminating ail B LQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 15 of 264) 


Biomarker, NNALnlus NNAL-eluc l(P£/24hr)/cigaretle pet dayl 

Analytical Lab: Madison 








Male 



Female 


Time pen nt 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-vaJuc* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MJN. MAX 

5%, 95% 

* of BLQ/ALQ Vihie, 

17 

54121.155,38734348 
426322867, [0339.8483 
35036.000 

2820.000,171072.000 
2820.000, 171072.000 
m 


NA 

32 

57697.510,47747.375 
37505.6610,6630.1268 
50712.529 

8662.500, 176718.500 
15822.400, 153 B40.867 

CW) 


NA 

Weok3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLG/ALQ Values 

17 

60028.332,45578.426 
36477.1862,8847.0172 
57631.857 

2096.000, 138353.500 
2096.000, 138353.600 

1/0 


NA 

29 

64148.130,52875.770 
43424.9009,8063.8017 
49703.125 

14182.500, 192686,000 
18154.500,172716.667 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

1.8 

57103.365,44343.694 

35431.8491,8351.3669 

52277.687 

2458.000, 154712.800 
2458.000,154712.800 


NA 

32 

61047.286,52314.024 

33743.8833,5965,1322 

51637.690 

16372 50G, 142336,434 

16521.250.132624,738 


NA 


NOTE: Values listed were normalized by taking the original bio marker arid dividing it by the number of cigarettes found in. question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test. 

* Overall values calculated by fast averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not Hpply as die BLQ/ALQ values were converted to the limit 

of the quantification (e.g., .234 * will be used as ‘K234’) for the averages aoroas visits within a subject thus eliminating all BLQ/ALQ values far the overall atarisdee. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Nan-Smokers by Gender of 24.Hour Urine Riomarkert of Exposure by Time point and Overall 

(Page 16 of 264) 


Biomarker: NNAL Dius NNAL-eluc t{pjnol/24t)rVcicarette per day) 

Analytical Lab: Madison 








Male 



Female 


Timepomt 

Statistic 

Smoker* 

Non-Smokers 

P-vakre' 

Smokeis 

Non-Smokere 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, m 

4of Ri.Q/AIQ Values 

17 

258.699,185.151 
203.7822,49.4245 
167.472 

13.480, 817.724 
13,480,817.724 

1/0 


NA 

32 

275.794.228133 
179.2769,31.6920 

242.406 

41.407,844.714 

75.631,735.359 

om 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, HK 

# of BLQ/ALQ Values 

17 

286.935,217.865 
174.3609, 42.2887 
275.480 
10.019,661.330 
10.019,661.330 

1/0 


NA 

29 

306.628,252.746 
207.5710,38.5450 

237.581 

67.792,921.039 

86.779, 825.586 

0/D 


NA 

Overall’ 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

272,954,211.964 
169.3642,39.9195 
249.888 
11750,739527 
11.750,739.527 


NA 

32 

291.806,250.061 
161.2956,28.5133 

246.829 

782261,680.368 
78.972,633.946 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number Of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-valuo fram Wllcoxon rank-sum test, 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive staristfca across subject!. Count of BLQ/ADQ values does not apply as the BLQ/ALQ values were converted tn the limit 
of the quantification (e.g., *rl.234*will Ere used as '[.234’) forth* averages across visits within a subject tfiU3 eliminating afIBLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437948 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 7 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bromarkers of Exposure by Timepoirtr ami Overall 

(Page 17 of 264) 


Biomarker. NNAL plus NNAL-gluc (pa'ing Creatinine) _ Analytical Lab: Madison _____ 

_ Male __ _ Female _ 

TtTYreycr:]* _ Statistic , _ Srookets _ Non-Smokers _ P-value" _ Smokers _ Not t-Srackets _ p-vaiue" 


Week 1 

N 

MEAN, OEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 55% 

# of BLQ/ALQ Values 

17 

632.351,388.963 
604.3903,146.5862 
339,746 

7.958,2575 4 45 

7.958, 2575.145 

1/0 

30 

11.176,6.201 
23.9321,4.3694 

5.013 

1.932,134.956 
2.103,25.707 

24/0 

<.0001 

32 

794208,549.931 
576.5665, 101.9235 
629.249 

18519,2476.718 

30.892,2010238 

0/0 

35 

10.028,9.133 

4,0580,0.6859 

9.509 

2285,18.634 

3.883,17.699 

345) 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

533.334,349.698 
387.2534,93.9228 

381.623 

5.525, 1261.017 

5.525, 1261.017 

1/0 

30 

7.775,6330 

6.1746, 1.1273 

6.049 

2.158,34.375 

1413,15.074 

26/0 

<.0001 

29 

832.490,623-362 
567,0182,1052926 
634.596 

56.481,2275.640 

65.031,7.024.775 

0/0 

35 

13,535,11212 

102695,1.7359 

10.657 

3.259,53.767 
3.795,41549 

32/0 

<■0001 

Overs]] - 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

JM, 95% 

18 

581.550,377.045 
470.7092, 110.9472 
389.237 

6.742, 1877.496 

6.742, 1877.496 

30 

9.476, 6.637 
12.5956,2.3179 

5.327 

2.131,70.371 

2.364,30.041 

<.0001 

32 

SOS,453, 587.104 
5542552, 97.9794 

654.457 

41.775,2250.747 

43.687,2007510 

35 

11.781, 10.488 

6.1400,1.0378 

10.520 

3.634, 30.459 
4,739,27.562 

<-0001 


’ P-value from Wflcoxon rank-sum rest. 


■ Overall values calculated by first averaging the results across visits within s subject, then caicuUnmg the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply bs the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1234’will be used as '12234} for the averagea serosa visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437949 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Srrokers by Gender of 24-Hour Urine Rfomarkers of Exposure by Timepoint and Overall 

(Page 18 of264) 


Biomaiker: NNAL ulus NNAL-cluc (pm 

ol/me Creatinine) Analytical Lab: Madison 





Timepoint 

Statistic 


Male 



reroale 


Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

17 

30 

<.0001 

32 

35 

<.0001 


MEAN. GEO MEAN 

3.023,1,359 

0.053.0.030 


3.796,2.629 

0.048,0,044 



SD, SE 

2.8890,0.7007 

0.1144,0.0209 


17560,0.4872 

0.0194,0.0033 



MEDIAN 

1.624 

0.024 


3.008 

0.045 



MIN, MAX 

0.038, 12.309 

0.009,0.645 


0.089,11.839 

0.011,0.089 



5%, 95% 

0.038,12-509 

0.010,0.123 


0.148,9.609 

0.019, 0.085 



4 of BLQ/ALQ Values 

1/0 

24/0 


0/0 

34/0 


Week 3 

N 

17 

30 

<•0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

2.549, 1.670 

0.037,0.030 


3.979,2.980 

0,065,0,054 



SD, SE 

1.8512,0.4490 

0.0295,0.0054 


2.7104,0.5033 

0.0491,0.0083 



MEDIAN 

1.824 

0.029 


3.034 

0.051 



MIN, MAX 

0.026, 6.028 

0.010,0.164 


0.270,10.878 

0.016,0.257 



5%, 95% 

0.026, 6.028 

0.012,0.072 


0.311,9.678 

0.018,0.199 



it of BLQ/ALQ Values 

1/0 

26/0 


00 

32/0 


Overall’ 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

2.780, 1.802 

0,046, 0.032 


3.865,2.807 

0.057, 0.050 



SD, SE 

2.2501,0.5304 

0.0608,0.0111 


2.6493, 0.46S3 

0.0293, 0.0049 



MEDIAN 

1.861 

0,026 


3.129 

0,051 



MIN, MAX 

0.032, 8.975 

0.010,0.337 


0.200,10.759 

0.018,0.146 



S%, 95% 

0.032, 8.975 

0.011,0.144 


0.209,9.596 

0.023,0.132 



* P-value from Wilctwon rank-sum test 

' Overall values calculated by fust averaging the reante acrosj visits within > subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does net apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *=1-234'will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented fur informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006437950 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tiniepoint and Overall 

(Page 19 of 264) 


Biomarker: NNAL plus NNAL-fifric ((pg/mg Creatinincydgarctte per day) Analytical Lab: Madison 





Male 




Female 


Timepomt 

Statistic 

Smokers 

Non-Smoker* 

P-vaJue* 

Smokers 


Nort-Sinakeri 

P-value* 

Week] 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MFN, MAX 

5%, 95% 

V of BLQ/ALQ Values 

17 

60.839, 29.598 

118.7808,28.8086 

29.102 

2.553,515.029 

2.S53, 515.029 

1/0 


NA 

32 

50250,41.642 
31.1852 52128 
41.206 

4.630,134.016 

15 446, 116.939 
(VO 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5'K 95% 

# of BLQ/ALQ Values 

17 

48.034, 32.892 

51.9735, 12.6054 

34.062 

1.842,235.969 

1.842, 235.969 

1/0 


NA 

29 

55.315,45.097 
39.5595, 7.3479 
45.436 

14.120, 164.956 
16.258,155.193 
(VO 



NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5X95% 

18 

53.182,32.225 

82.3686, 19.4145 

29297 

2248, 375.499 

2,248, 375,499 


NA 

32 

53.853,45.461 
32.3057,5.7109 
43.072 

10.444,133.834 
14.783,131.185 



NA 


NOTH: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found m question 4 of the weekly survey for the corresponding week. 
p P-value ftom Wikoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits wrtflin R subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quautificaikm («.£., 'cl will he used as *1.2^4^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokeis and Non-Smoker* by Gender of 24-Hour Urine Biomarkere of Exposure by Time point and Overall 

I Page 20 of264) 


Bio marker NNAL plus NNAL-gluc ((pmoj/rng Croatia in^Vcigarette per day) 

Analytical Lab: Madison 








Male 



Female 


Timeooint 

Statistic 

Smokers 

Non-Smokcra 

P-valuc* 

Stouten 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

17 

0-291.0.142 

05678, 0.1377 

0.139 

0.013,2.462 

0.013,2.462 

1/0 


NA 

32 

0-241,0.199 

0.1490,0.0263 

0.198 

0.022, 0.641 
0.074,0559 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

* of BLQ/ALQ Values 

17 

0230, Q. 157 

0.2484,0.0603 

0.163 

0.009, 1 128 

0.009, 1.128 

1/0 


NA 

29 

0.265, 0.216 
0.1891,0.0351 

0.217 

0.063, 0.789 

0.078,0.742 

0/0 


NA 

Overall" 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

0.255, 0.155 

05937, 0.0928 

0.140 

0,011,1.795 

0,011.1.795 


NA 

32 

0.258,0.218 

0.1543,0.0273 

0.206 

0.050,0.640 

0,071.0.627 


NA 


NOTE: Values listed were normalized by taking the urigiittLl biumarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey forthecotresponding week. 

' P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then uakntlMlttg the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e,g„ V 1.234’ will he used as ’1.234’) for the averages across visits within a subject thus eliminating oil BLQ/ALQ values for tf>e overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


Final Draft: 25 March 2003 


Page 713 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006437952 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokets and Ncm-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 21 of 264) 

Bioroarker: NNALplus NNAL-gluc (pfi/mL) _ Analytical Lab; Madison _ 


-_ __ . _ Female 

Thnft P° ht .Statistic_ Smo km _ Non-Smoken _ P-vaW _ Smokers Non-SmotoT" P-y^g*" 


Week I 

N 

17 

30 

<.0001 

32 

35 

r-vanjer 

<0001 


MEAN, GEO MEAN 

532.4,30*3 

13.7,73 


554.4,3603 

6.0,6.0 



SD, SE 

500.33,12135 

33,35. 6.09 


459.48,8133 

0.17,0.03 



MEDIAN 

445.5 

6.0 


484.0 

6.0 



MIN, MAX 

6.0, 1773.9 

6.0,185,7 


13.5,2045.7 

6.0,7.0 



5%, 95% 

6.0.1773.9 

6.0,47.3 


16.5,1604.2 

6.0,6.0 



# of BLQ/ALQ Values 

1/0 

24/0 


WO 

34/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<.0001 


MEAN, OEQ MEAN 

427.5,286,6 

7.5,66 


6263, 425,9 

12, 6.6 



SD, SE 

313.45,76.02 

7.53, 1.38 


557.17,103.46 

4.74, 0.80 



MEDIAN 

415.9 

6.0 


482.0 

6.0 



MrN. MAX 

5.0. 1235.3 

6.0,47.3 


30.5,2223.3 

6.0,31.4 



5%, 95% 

5.0,12353 

6.0. S.S 


53.0,1842.9 

6.0,17.7 



# of BLQ/ALQ Vhlues 

I/O 

26/0 


0/0 

32/0 


Overall’ 

N 

18 

30 

<.0001 

32 

35 

<,0001 


MEAN. GEQ MEAN 

4S6.9, 321,5 

10.6,7.3 


573.7,393.7 

6.6, 6 4 



SD. SE 

362.20, 85.37 

17.77,3.24 


462.07, 81-68 

2.37, 0.40 



MEDIAN 

385.6 

6.0 


453.3 

6.0 



MIN, MAX 

6.0,1230.7 

6.0,95.9 


22.0,1663.1 

SO. 18.7 



5%, 95% 

6.0,1230.7 

6.0,47,3 


34.8,1653.7 

6.0,11.9 



* P-value from Wilcoxon rank-sum lest. 


Overall values calculated by first averaging the rcsulu serosa visits within a subject, then Calculating the descriptive statistics jciuss subjects. Count of BLQ/ALQ values does not apply is the BLQ/ALQ vetoes were converted Ed the limit 
of the quantification (e.g„ ’<( 22.34’will be naedas 1.234 - ) for the averages across vititt within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Starivtical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomirkers of Exposure by Timepoint and Overall 

(Pise 22 of 264) 


Biomarker: NNAL plus NNAL-eluc (pmol/L) Analytical Lab: Madison 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-Yalue* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

17 

30 

<.0001 

32 

35 

<.0001 


MEAN, OEO MEAN 

2544.7. 1473.7 

65.3.35.9 


2&50.1, 1721,5 

28.8,28.8 



SD, SE 

2391.57, 580.04 

159.42,29.11 


219631,388226 

0.81,0.14 



MEDIAN 

2129.5 

28.7 


23133 

28.7 



MIN, MAX 

28.7, 8479.2 

28.7, 887.6 


64.5,9778.4 

28.7,33.5 



5%, 95% 

28,7, 84792 

28.7,226.1 


78.9, 7668.1 

28.7,28.7 



# of BLQ/ALQ Values 

1/0 

24/0 


0/0 

34/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

2043.4, 1370.0 

36.1,31 j 


2993.7,2035.8 

34.6,31.6 



SD, SE 

1498.29, 363.39 

36.01, 6.57 


2663.28,494.56 

22.66,3.83 



MEDIAN 

1988.0 

2S.7 


2304.0 

28.7 



MIN, MAX 

28.7,5904.7 

28.7,226.1 


145.8,10027.4 

28.7,150.1 



5%, 9S% 

28.7, 5904.7 

28.7.41.1 


253.3, 8809.1 

28.7, 84.6 



# of BLQ/ALQ Values 

I/O 

26/0 


0/0 

32/0 


Overall" 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GBO MEAN 

2327.4, 1536.6 

50.7,34.9 


2742.2,1881.7 

31.7,30.6 



SD, SE 

1731.30, 408.07 

84.92, 15.50 


2208.67,390.44 

11,32,1.91 



MEDIAN 

1843.1 

28.7 


21SS.fi 

28.7 



MIN, MAX 

28.7, 5882.5 

28.7, 458.2 


1052, 7949.4 

28.7,89.4 



5%, 95% 

28.7, 5882.5 

28.7, 226-1 


166.1, 7904.4 

28.7,56.7 



* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across viiit* within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to tire limit 
of the quantification (e.g., '<i.234'wlll be used as 1034 - ) for the averages across visits within > subject thus eliminating all BLQ/ALQ values tor the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-845U 

Covance CRU Study No. 12226-8450 


Table U 2.2-2 


Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 23 of 2(A) 

Biomarker NNAL dIus NNAL-aluc ((oa/mLVciEarette per day) Analytical Lab: Madison ____ 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-ybIuc" 

Smokers 

Non-Smoker* 

P-value* 

Week 1 

N 

17 


NA 

32 


NA 


MEAN, GEO MEAN 

35.9.23.5 



36.1,27.3 




3D, SE 

33.16,8.04 



27.44,4.85 




MEDIAN 

27.3 



26.7 




MIN, MAX 

2 JO, 128.6 



4.1,109.3 




5%, 95% 

2.0, 128.6 



6.8,95.6 




tl of BLQ/ALQ Values 

1/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

4352,272) 



41.2,30.8 




SD.SE 

56.18, 13.62 



31.585.86 




MEDIAN 

25.2 



23.7 




MIN, MAX 

2.0,247.1 



7.6,105.9 




5%, 95% 

2.0,247.1 



10.0,100.6 




# of BLQ/ALQ Values 

1/0 



0/0 



Overall' 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

39.2,273 


t 

392,30.4 




SD, SB 

37.94.8.94 



28.33,5.01 




MEDIAN 

31.4 



211 




MIN, MAX 

2.0,168.1 



12. 109.3 




5%, 95% 

2.0.168,1 



87,98.1 




NOTE: Values listed were normalized by taking the original biomsiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding waek. 

" P-vslue from Wikmon rank-sum test. , . . ... 

■ Overall values calculated by first averaging Ihe results across visits within a subject, then calculating the descriptive statistics acroes subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quautlfrcalion (e.g., Nl,234’will be used as 1.234') for the sverages across visits withk a subject thus eliminating all BLQ/ALQ values for tbe overall statistics 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


) 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers hy Gender of 24-Hour Urine Biamarkers of Exposure by Timepoint and Overall 

(Page 24 of 264) 


Biomarker:NNAL plus NNAL-Eluc((pmol'LVcigaretie per dayj _ _ Analytic al Lab: Madison _ 

_Mite__ _ Female 


Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-valuc* _ Smokers _ Non-Smokera _p-ynlne* 


Week I 

N 

17 


NA 

32 

NA 


MEAN, GEO MEAN 

1717, 1125 



172.4,130.4 



SD, SE 

158.49,38.44 



131.15,23.18 



MEDIAN 

130.7 



127.8 



MIN, MAX 

9.5,614.6 



19,7, 522,J 



5%, 95% 

9.6,614.6 



32.3,456.7 



# ofBLQ/ALQ Values 

1/0 



0/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

206.4, 128.9 



195.8,147.3 



SD. SE 

268.48, 65.12 



151.02,28.04 



MEDIAN 

120.5 



II 3.4 



MIN, MAX 

9.6,1180.9 



36.5,506.1 



5%, 95% 

9.6,1180.9 



47,7,481.1 



# ofBLQ/ALQ Values 

1/0 



0/Q 


Overall’ 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

187.5, 130 6 



187.3, 145.1 



SD, SE 

181.30, 42.73 



135.44,23.94 



MEDIAN 

149.8 



124.8 



MIN, MAX 

9.6,803.4 



34.4,522.5 



5%, 95% 

9.6, 803.4 



41.5,468.9 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarette* found in question 4 of the weekly survey for the corresponding week. 


* P-Yilue from Wilcoxon rank-sum test. .... 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ value* does not apply aa the BLQ/ALQ values were converted to the ltoct 
of the quantification (e.g., tel.234’ will be used as ‘1.234’) For the averages aerwa visits within a subjeet thus eliminating all BLQ/ALQ value* for th» overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tiroepoim and Overall 

(Page 25 of 254) 


Biomatto: NNAL-Q-glucuronide Ipmol/L) _ Analytical Lab: Madison 


Timepoint 


Week 1 


Week 3 


Overall' 


Female 



Smoker* 

Nou-Siuckera 

P-vnI'ac 1 

Smoker* 

Non-Smokers 

P-vatue* 

N 

17 

29 

<.0001 

32 

32 

<.0001 

MEAN, GEO MEAN 

1950.1, NA 

37.9, NA 


1856,6, 1069.4 

0.2, NA 


SD,SE 

2050.37,497129 

162.11,30.10 


1691.41,299.00 

0.85,0.15 


MEDIAN 

1543.0 

0.0 


1631.9 

0.0 


MIN, MAX 

0.D, 7358.3 

0.0, 859.0 


24.4, 7462.5 

0.0,4.8 


5%, 95% 

0.0, 7358.3 

0.0, t97.4 


35.9,5458.8 

0.0,0.0 


# of BLQ/ALQ Values 

1/0 

29/0 


1/0 

32/0 


N 

17 

28 

<.0001 

29 

35 

<.0001 

MEAN. DEO MEAN 

1457.1, NA 

2,0, NA 


2115.3, 1152.9 

5.3, NA 


fcJ 

O'! 

Q 

irt 

1136.78,275 7! 

6.52, 1.23 


2223.97,412,98 

19.50, 3.30 


MEDIAN 

1234.2 

0.0 


1443.6 

0.0 


MIN, MAX 

0.0,4514.7 

0.0,31.5 


11.0,95366 

0.0, 99.9 


5%, 95% 

0.0,4514.7 

00, 12.4 


35.4,7004.1 

0.0,55.9 


it of BLQ/ALQ Vslues 

1/0 

27/0 


0/0 

34/0 


N 

18 

30 

<.0001 

32 

35 

<,0001 

MEAN, GEO MEAN 

1744.6, NA 

19.2, NA 


1924.2, 11353 

2.7, N A 


SB, SB 

1455.58, 343.08 

8023,14.65 


1730.55,305.92 

9.75,1.65 


MEDIAN 

1277.7 

0.0 


1626.1 

0.0 


MIN, MAX 

aO, 4870.9 

0.0,429.5 


23.5.5778.3 

0.0,50.0 


5%, 95% 

0.0.4879.9 

0.0.114,5 


29.9, 5681.3 

0.0,28.0 



* P-vak* from Wiltxwon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values 
of trie quantification (e.g., vcl_234‘will be used as 1^342 for the averages acrosa visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 


does not apply as the BLQ/ALQ values were converted to the limit 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 26 of 2M) 


Biomaiken NNAL-U-glucuronidc ((pmoI/LVcfcarette per day) Analytical Lab: Madison 


Thncpoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Not-S moker* 

P-value* 

Week 1 

N 

17 


NA 

32 


NA 


MEAN. GEO MEAN 

128.9, NA 



114.7,81.0 




SD, SE 

12532,30.39 



92.49,1635 




MEDIAN 

85.7 



86.2 




MIN, MAX 

0.0,481.9 



6.1,363.9 




5%, 95% 

0.0,481.9 



16.9, 339.2 




U of BLQ/ALQ Values 

1/0 



i/n 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

148.7, NA 



132.7,83.5 




SD, SE 

20633, 50.02 



1(7.49,21,82 




MEDIAN 

80.1 



77,7 




MIN, MAX 

0.0,902.9 



2.8,454.1 




5%, 95% 

0.0,902.9 



8.9, 350.2 




# of BLQ/ALQ Values 

1/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

138.3, NA 



124.6, 88.0 




SD, SB 

139.15, 32.80 



96.22, 17.01 




MEDIAN 

107.8 



86.6 




MIN. MAX 

0.0.601.0 



7.5. 356.9 




5%, 95% 

0.0,601.0 



10.4, 306.1 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
p P-vatue from Wilcoxon rank-sum test, 

’ Overall values calculated by first averaging tho rcaulta acrofla visits within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V: ] .234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BJ Q/AIjQ values for the overall ftffttwfic*. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers anil Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoini and Overall 

(Page 27 of 264) 


Biomarter NNAL-O-KlucmraicSi (ptnol'24hrl 

Analytical Lab. Madison 









Male 



Percale 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value - 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 9594 

#nf RT Q/A1.Q Values 

17 

2904.964, NA 

2489.6679,603.8332 

1833.188 

0.000, 6646.003 

0.000, 8646.003 

I/O 

29 

38.243, NA 

158.0832,293553 

0.000 

0.000, 841.820 

0.000, 173.712 

29/0 

<0001 

32 

2911.039,1872237 
2191.8520,387.4701 
2516.876 
51240,8788.668 

98.725, 7530.840 

1/0 

32 

0.147, NA 
0.8316,0.1470 

0.000 

0.000,4.704 

0.000,0.000 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/AEQ Values 

17 

2636.817, NA 
2140.5686,519.1641 

1703.196 

0.000, 7252.530 

0.000.7252.530 

1/0 

U52NA 

10.3063, 1.9478 

0.000 

0.000,40.950 
0.000.36.120 

27/0 

<.0001 

29 

3277.052,1978344 
3205.0763,593.1678 
2646.905 

20.460,17356.612 
65.136,6821.100 

0/0 

35 

10.165, NA 

38.8545, 6.5676 

0.000 

0.000, 168,831 

0.000,160.433 

34/0 

<.0001 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

IS 

2839.652, NA 
2316.2775,545.9518 

2120.435 

Q.OQO. 7949.257 

0.000, 7949.267 

30 

20.049, NA 

783074, 14.2969 

0.000 

0.000.420.910 

0.000, 107.331 

<.uoci 

32 

2990.589, 1953.512 
2267.1090,400.7720 
2644.194 

58.188,10073.384 

59.593,7804.884 

35 

5.150, NA 
19.4133,3.2815 

0.000 

0.000,84.416 

0.000, 80.217 

<.0001 


" P-vaJue from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across vlshs within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ values dees trot apply a* the BLQ/ALQ values were convened lo Lite limit 
of the quantification (c.g., ^<1.234’will be used M '1.234’) for the overages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 28 of 264) 


Biomarker NNAL-O- g lmaimnide ((pmol/24(ir1/ciRarerie per day) _ Analytical Lab: Madison 





Male 



Female 


Timepoiol 

Statistic 

Smokcre 

Non-Smoktts 

P-vatue* 

Smokeis 

Non-Smokers 

P-vahie* 

Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

191.695. NA 
154.3645,37.4389 
120.232 
03)00,574.157 
0.000.574.157 

1,0 


NA 

32 

178.194, 141.777 

119.7548,21.1699 

165201 

12.810,585,911 

47.073.437301 

I/O 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

203.742, NA 
132.0991,32.0387 
168,115 

0.000,505.646 

0.000, 505.646 

1/0 


NA 

29 

201.878,143.136 
168.0591,31.2078 

147,793 

5,115,826.505 

16.284,517.290 

0/0 


NA 

Overall - 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5% 95% 

18 

198.934, NA 
129.3352,30.4846 
165.534 

0.000, 539,902 

0.000. 539.902 


NA 

32 

189.637,151.404 

118.5019,20,9484 

166.137 

14.547, 520.326 

27.239, 476.665 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarette* found in question 4 of tbe weekly survey for the corresponding week. 
’ P-vatne from Wilcoxon rsnk-sum test. 


‘Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<l_234’wi!l be mod as 7,2347 far the averages across visits within a subject thus diininalitgj alt BLQ/ALQ values Ibr the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


i 

j 

i 
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Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 29 of 264) 


Biomarken NNAL-O-filucurottirie (pmol/mg Creatinine) Analytical Lab; Madison 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

17 

29 

<.0001 

32 

32 

<0001 


MEAN, GEO MEAN 

2232. NA 

0,027, NA 


2.590,1.632 

0.000, NA 



SD, SE 

2.1168, 0.5 J 34 

0.1166,0.0217 


2.0000, 0.3535 

0.0005,0.0001 



MEDIAN 

1.190 

0.000 


2237 

0.000 



MIN, MAX 

0.000, 8.943 

0.000, 0.624 


0.027,7.951 

0.000, 0.003 



5%, 95% 

0.000, 8.643 

0.000, 0.107 


0.082, 7.656 

Q.OOQ, 0.000 



# of BLQ/A LQ Values 

I/O 

29/0 


1/0 

32/0 


Week 3 

N 

17 

28 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

1.818, NA 

0.002, NA 


2.688,1.686 

0.009, NA 



SD, SE 

1.3733, 0.3331 

0.0056, 0.0011 


2.1935,0.4073 

0.0359, 0.0061 



MEDIAN 

1,355 

0,000 


1.939 

0.000 



MIN, MAX 

0.000,4.312 

0.000, 0.023 


0,020, 9.761 

0.000,0.171 



5%, 95% 

0.000,4.312 

0.000,0.019 


0.043, 6.968 

0.000,0.13) 



# of BLQ/ALQ Values 

1/0 

27/0 


0/0 

34/0 


Overall' 

N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

2.037, NA 

0.014, NA 


2.618, 1.692 

0.005, NA 



SD, SE 

1.6980, 0.4002 

0.0576,0.0105 


1.9471,0.3442 

0.0161,0.0031 



MEDIAN 

1.169 

0.000 


2.014 

0.000 



MIN, MAX 

0.000, 6.478 

0.DO0,0.312 


0.035.7.312 

0.000. 0.086 



5%. 95% 

0.000,6.478 

0.000, 0.065 


0,051,7.084 

0.000,0.066 



* P-value from Witcoxon rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a (subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’will be used aa T.234} forth© averages across visits within a subject thus eliminating fill BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2-2-2 

Slalistical Comparison Between Smokers and Non-Smokerc hy Gender of 24-Hour Urine Biomarkm of Exposure by Timepoint and Overall 

(Page 30 of 264) 


Biomarker; NNAL-O- g lucuronide ((pmol/mg Creatinineycigarette per day) Analytical Lab: Madison 

Male 


Female 


TimepOLdt 

Statistic 

Smokers 

Non-Smokcra 

P-value* 

Smokers 

Non-Smokers 


Weekl 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

knfBITJ/AlO Values 

17 

0.211,NA 

03990,0.0968 

0.119 

0.000, 1.729 

0,000,1.729 

IK) 


NA 

32 

0.156. 0.124 
0.1057,0.0187 

0.125 

0.007,0.510 

0.041,0.364 

1/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

0.165, NA 

0.1919,0.0466 

0.108 

0,000, 0.862 

0.000, 0.862 

1/0 


NA 

29 

0.170,0,122 

0.1322,0.0245 

0.122 

0.005, 0.494 
0.011,0.465 
(VO 


NA 

Overall' 

N 

MEAN, OEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

IS 

Q.1B4, NA 

02853, 0.0672 

0.103 

0.000, 1.296 

0.000, 1.296 


NA 

32 

0.166,0.132 

0.1068, 0.0189 

0.140 

0.009, 0,488 

D.Q23, 0.364 


NA 


NOTE: Values listed were normalksd by taking the original bicmarler and dividing k by the number of cigarettes found in question 4 of the weekly survey fortbe corresponding week. 

1 P-valuc frarn Wilcoxon rank-sum test. 

Ov-Brall vnlues calculated by first averaging the results across visits withfn a subject, then calculating ihe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply M the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. Vrl.2J4’will t< used as 1,2343 for the averages screes visits svftiijti a subject thus eliminating all BLQ/ALQ values for tin: overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 31 of 264) 


Biomarkcr: Cotinitie (irg/24hr) _ Analytical Lab: Harrogate 


Thnepomt 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-YjUUC* 

Smokers 

Non-Smokers 


Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

1683.977, [226.756 
920.8075,217.0364 
1908.816 

26.790.3201.831 

26.790.3201.831 

0/0 

30 

4.187,2.268 

6.2628, 1.1434 

1.830 

0,530, 27.900 
0.715,20.140 

19/0 

<0001 

32 

1833.759.1377.866 
1274,5169,2253049 
1583.006 

50.050, 6435.660 
308.979,3606.938 

04) 

35 

2289, 1.974 

1.3989,0.2365 

1.950 

0.570,6.912 

0.800,6.825 

3Q/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 
vrrN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

IS 

1784287,1256.439 
902.3151,212.6777 
1769.274 

13.950,3133J73 

13.950,3133 J73 

0/0 

30 

5.196, 2349 

10.7544, 1.9635 

1,917 

0.625, S9.2S0 

0.R15,13.221 

18A) 

<0001 

31 

1837.173,1433.924 
1174.1091,210.8762 
1686.630 

148.73 8,4366.890 

350.900, 4252.954 

0/0 

35 

2J87, 2.083 
1.3526,0.2286 

2.200 

0.660,7.795 

0.750,4.875 

29/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

554, 95% 

# of BLQ/ALQ Values 

17 

2040.610, 1231.977 
1576.7984,382.4298 
1600.536 
6.393,5162.740 

6393, 5162.740 

0/0 

30 

3.809,2.464 

52300, 0,9549 

2.032 

0.750,25.870 

1.072,15.370 

18/0 

<.0001 

29 

1902.946,1558.715 

11322107,2102648 

1655.220 

225.246,4886.167 
391.688,3866.576 

0/0 

35 

2248, 2.050 
1.0814,0.1828 

2.0J0 

0.940, 6.420 

0.990, 4.740 

32/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

1830.019,1303.963 
10196382,240.3310 
1786.237 
15.711,3774.690 
15.711,3774.690 

30 

4.397, 2.599 

6.7744, 1.1455 

1.991 

0,787. 30.043 

1.092, 16.027 

<.0001 

32 

1818.890,1460.495 
1095.3362,193.6299 
1681.960 

141,345,4483.278 

374.266,3982.28S 

35 

2.308, 2.091 
1.0681,0,1805 

2.150 

0.967. 5.145 

0,980, 4.770 

<.0001 

P"value from Wilcoxon rank-aum test. ~ .. 


Overall values calculated by fim averaging the result, across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a jubjoet thus eliminating all BLQ/ALQ values for the overall statistics, 
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RSR 
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Covance CRU Study No. 12226-8450 


Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 32 of 264) 


Biomarker: Cotinine 1 umo[/241uj Analytical Lab: Harrogate 




Mate 



Female 


Timepoint 

Statistic 

Smoken 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

* of BLQ/ALQ Values 

IS 

9556,563, 6961.841 
5225.5828, 1231.6817 
10832.531 

152,033,18170,391 
152.033,18170.391 

WO 

30 

23.762, 12,871 

355415, 6.4890 

10.383 

3.008,158,333 

4.058, 114295 

19/0 

<0001 

32 

10406583,7819.392 
7232.8836, 1278.6053 
8983.556 

284.034, 36522.371 
1753.456,20469.373 

043 

35 

12.989,11201 

7.9390,1.3419 

11.066 

3.235, 39.226 

4.540, 38.732 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

10125.830, 7130.292 
5120.6381, 1206.9460 
10040.630 

79.166,17781.324 

79.166, 17781.324 

m 

30 

29.490, 14465 

61.0312, 11.1427 

10.879 

3.547,336.414 

4.625, 75.029 

18/0 

<0001 

31 

10425.957.8137.517 
6663.0694,1196.7226 
9571.625 

844.088, 24782.101 
1991258, 24135.514 

060 

35 

13549,11.824 

7.6759, 12975 

12.485 

3.746, 44.237 

4256, 27.666 

29/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

11580.459, 6991.468 
B948.3309,21702890 
9083.042 

36280,29298550 
36280,29298550 

0/0 

30 

21,615, 13.985 

29.6804, 5,4189 

11532 

4256.146.812 

6.084,87.225 

18/0 

<0001 

29 

10799.218. 8845.710 
6425.8632,1193.2528 
9393.374 

1278.271.27728.998 

2222,829,21942.819 

0/0 

35 

12.756, 11.636 

6.1368, 1,0373 

11.634 

5.335. 36.434 

5.618, 26.900 

32/0 

<0001 

Overall' 

N 

MBAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

10385.356,7399,989 
5786.4474, 1363.8787 
10136.892 
89.160,21421,368 
89.160,21421,368 

30 

24.956, 14.747 

35.6075, 6.5010 

11298 

4.464, 170,496 

6.195, 90.955 

<0001 

32 

10322202,8288,311 
6216.0336, 1098.8499 
9545.122 

802.131,25442.605 
2123.957,22599.486 

35 

13.098, 11.867 

6.0612, 1.0245 

12.201 

5.486, 29.198 

5.562,27.068 

<0001 


* P-value from Wllooxon rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive staitaioB across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values wore converted to the limit 
of the quantification (e.g., ’<1.234'will be used as 1234’) for the averages across visits within a subject thus eliminating alt BLQ/ALQ values fortfie overall statistics. 
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Covance CRU Study No. 12226-8450 



Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 33 of264) 


Biomarker: Cotimne ((ufi/24hryciEarette per day! Analytical Lab: Harrogate 





Male 



Female 



Timepoiitt 

Statistic 

Smoker* 

Noo-Smokcrs 

P-value* 

Smoker# 

Non-Smokers 


P-vsHr" 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

IS 

125.049,96.672 

89.1273,21.0075 

101.557 

8.930,385.805 

8.930,385.805 

0/0 


NA 

32 

134.159,104.334 
118.9202,21.0223 

98.981 

25.025,643.566 

29.911,304,113 

0/0 



NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

it of BLQ/ALQ Values 

18 

173.708,99,521 

287.4993, 67.7642 

117.995 

4.650,1308.045 

4.650,1308.045 

o to 


NA 

31 

145277,116.936 
105.I7S3, 18.8906 

107.678 

32.188, 485.210 
41.747,342.365 

0/0 



NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

155.573,115.877 

81.4576,19.7564 

160.120 

2.131.33.0.107 
2.131,320.107 

0/0 


NA 

29 

135.216, 112.764 

89.9849,16.7098 

111.844 

45.833,335.938 

46.306,330.911 

0/0 



NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MrN, MAX 

5%, 95% 

18 

150.026,1085191 
140.5316,33.1236 

118.237 

5.237,671.319 

5.237,671.319 


NA 

32 

137.396,115.621 

94.0927, 16.6334 

102,109 

47.120,486.562 

48.557, 299.233 



NA 


NOTE: Values listed were normalized by taking the original bknnarfcer and dividing it by the number of cigarette# found in question 4 of the weekly survey for the corresponding week. 

* P-valuc from Wilcoxort rank-sum teat, 

* Overfill values calculated by first averaging the results across visits within ft subject then calculating the descriptive statistics across subjects. Count of BBQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1234' will be used as 1 1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 34 of 264) 


Biomarkcr: Cotinine {(nmoI/24hrycigarette per day) Analytical Lab: Harrogate 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Srookerj 

Non-Smokers 

F-valuc 1 

Week 1 

N 

MEAN, GEO MEAN 

SO, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Value* 

IS 

709.652,548.614 
505.7971,11951175 
576.335 

50.678,2189.442 

50.678, 2169.442 

0/0 


NA 

32 

761351,592.098 
674.8723, 1193017 

561.715 

142.017, 3652337 

169.746, 1725.843 

0/0 


NA 

Week 2 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5% 9^% 

# of BLQ/ ALQ Values 

18 

985.790,564.781 
1631.5586,384.5620 
669.619 

263 89, 7423.156 

26389, 7423.1 S6 

070 


NA 

31 

824.446,663.612 
596.8868,107/2040 

611.073 

182.668,2753.567 

236.913,1942.924 

0/0 


NA 

Week 3 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

882.879,657.602 
462.2721, 112.1175 

908.683 

12093, 1816.608 

12.093,1816.608 

0/0 


NA 

29 

767351,639.936 

510.6639,94.8279 

634.712 

260.099. 1906.445 

262.788, 1877.918 

0/0 


NA 

Overall' 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

851.411,616.255 
797.5169, 187.9765 

670.996 

29.720.3809.735 

29.720.3809.735 


NA 

32 

779.721,656.148 
533.9762,94,3945 

579.469 

267.405,2761241 

275.561, 1698.146 


NA 


NOTE: Values listed were normalized by taking the original biomaifccr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value Atom WilcoAon rauk-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply na the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., kl .234’will be used as '1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24.] lour Urine Biomarkers of Exposure by Timepoint and Overall 

(Pate 35 of 264) 


Bioroarker: Quinine fug/mg Creatinine) _ Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

1.448. 0.928 

0.003. NA 


1.697. 1202 

0.002. NA 



SD, SE 

1.3218,0.3115 

0.0041, 0.0008 


1.1734,02074 

0.0017, 0.0003 



MEDIAN 

1.260 

0.001 


1.628 

0.002 



MIN, MAX 

0.025, 5.808 

0.000,0.020 


0.042,4207 

0.000, 0.010 



5%, 95% 

0.025, 5.808 

0.000, 0.010 


0.203, 3.903 

0.001,0.005 



# of BLQ/ALQ Values 

0/0 

19/0 


(V0 

30/0 


Week 2 

N 

18 

30 

<0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

1.431,0.925 

0.004, NA 


1.499, 1.139 

0.002, NA 



SD, SE 

1.1733, 0.2765 

0.0102, 0.0019 


1.0524,0.1890 

0.0014, 0.0002 



MEDIAN 

1.264 

0.001 


125Q 

0.002 



MIN, MAX 

0.016, 5.177 

0.000, 0.057 


0.148,4.123 

0.000, 0.007 



5%, 95% 

0.016, 5,177 

0.000, 0.007 


0.275,3.337 

0.00], 0.005 



# of BLQ/ALQ Values 

0/0 

18/0 


0/0 

29/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

3 378, 0.893 

0.002, NA 


1.745, 1329 

0.002, 0.002 



SD, SE 

0.9164,0.2223 

0.0028,0.0005 


1.3149,0.2442 

0.0015, 0.0003 



MEDIAN 

1.292 

0.001 


1.410 

0.002 



MIN, MAX 

0.006,3.315 

0.000, 0.014 


0.224, 5.186 

0.001, 0.009 



5%, 95% 

0.006,3.315 

0.000, Q.009 


0383,4.641 

0.001,0.005 



# of BLQ/ ALQ Values 

(V0 

18/0 


(V0 

32/0 


Overall* 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

1.412,0.957 

0.003, NA 


1.666,1.253 

0.002, NA 



SD, SE 

1.0606,0.2500 

0.0049, 0.0009 


1.1632, 0.2056 

0.0013, 0.0002 



MEDIAN 

1395 

0.001 


1.349 

0.002 



MIN. MAX 

0.016,4.572 

0.000. 0.026 


0.138,4.505 

0.000. 0.006 



5%, 95% 

0.016,4372 

0.001,0.009 


0266, 3.886 

0.001,0.006 



* P-TOlue from Wilcoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visit* within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted so the limit 
of the quantification (e.g., '<1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating sll BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biamarkers of Exposure by Timepoinr and Overall 

(Page 36 of 264) 


Biomaiker: Cotinine (nmol/mg Creatinine) _ Analytical Lab: Harrogate 


Timepoirrt 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 



Week! 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

8.216,5.264 

7.5011,1.7680 

7.151 

0.142,32.960 

0.142,32.960 

<vn 

30 

0.015, NA 

0,0234,0,0043 

0.006 

0.000, 0.114 

0.000, 0,057 

19/0 

<.0001 

32 

9.630,6.822 
6.6590,1.1772 

9.239 

0.238, 23.875 

1.152,22.150 
<M) 

35 

0.012, NA 
0.0094,0.0016 

0.011 

0.000,0.057 

0.006, 0.028 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

8.122,5.249 

6.6582,1.5693 

7.174 

0.091,29.379 

0.091,29.379 

CkO 

30 

0.022, NA 
0.0577,0.0105 

0.006 

0.000,0.323 

0.000,0.040 

rs/o 

<.0001 

31 

8-506, 6.461 

5.9724, 1.0727 

7.094 

0.840.23.398 

1-561, 18.937 

a/a 

35 

0,012, NA 

0,0080,0.0013 

O.OU 

0.000,0.040 

0.006,0,028 

2970 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# Of BLQ/ALQ Values 

17 

7.819,5.065 

5.2007, 1.2614 

7.332 

0.034,18.853 

0.034,18.813 

04) 

30 

0.012, NA 

0,0158,0.0029 

0.W36 

0.000,0.079 

0.000,0.051 

18/0 

<0001 

29 

9.903, 7.544 

7.4619,1.3856 

3.002 

12271, 29.431 

2.174, 26.338 

0/0 

35 

0.012, 0.Q10 

0.0087, 0.0015 

0.011 

0.006, 0.051 

0 006, 0.028 

32/0 

<■0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

8,016,5.428 

6.0188, 1.4186 

7.346 

0.0*9,25.944 

0.089,25.944 

30 

0.017, NA 
0.0278,0.0051 

0.008 

0.000,0,149 

0,004. 0.051 

<■0001 

32 

9.455,7.113 
6,6015,1,1670 

7.653 

0.783,25.568 
1.510,22.053 

35 

0.012,0,010 

0.0073, 0,0012 

0.009 

0.002.0.036 

0.006,0,032 

<.0001 


" P-valuc from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., VU.234* will be used as 1.234} for die averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.22 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-llour Urine Bioirtarkers of Exposure by Timepoint and Overall 

(Page 37 of 264) 


Biomarker: Cotinine UUE/me CreatiniceVdgaittlc per day) Analytical Lab: Harrogate 

_Mak 

_ Timepoint _ Stmi«tic _ Smokers _ Non-Smokers _p-yaluc*_ Sniotos 


Female _ 

Nan-Smokers_P-value* 


Week l 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.145,0.073 


0.120, 0.091 


SD,SE 

01624,0.0618 


0,0945,0.0167 


MEDIAN 

0.073 


0.098 


MIN, MAX 

0.008, 1.162 


0.021,0.390 


5%, 95 % 

0.008,1.162 


Q.026,0.366 


# of BLQ/A1 .Q Value* 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

0.216,0.073 


0.118,0.093 


SD, SB 

0.5939,0.1400 


0.0803,0.0144 


MEDIAN 

0.070 


0.095 


MIN, MAX 

0,005,2.589 


0.023,0.336 


5%, 95% 

0.005, 2.589 


0,025, 0.303 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.121,0.084 


0.127, 0.096 


SD, SE 

0.1159,0,0281 


0.1158,0.0215 


MEDIAN 

0.106 


0.096 


MIN, MAX 

0.002,0.546 


0.031, 0.580 


5%, 95% 

0.002,0.546 


0.035, 0.32! 


# of BLQ/ALQ Values 

<W 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.159,0.0*0 


0.124, 0.099 


sn.sa 

0.3206,0.0756 


0.0900,0.0159 


MEDIAN 

0.087 


0.105 


MIN, MAX 

0.005, 1.432 


0.034,0.435 


5%, 95% 

0.005,1.432 


0.035,0.311 


NOTE: V litres listed were nomialized by taking ti.c Drisimtl biomarker and dividing It by the number of cigarettes found to question 4 of the weekly survey for the cotTotponding week. '” — 

a P-vnlue from Wllcoxon rank sum test. 

Overall vahras calculated by first averaging the results aeraea viaita within a rahject, then calculating the descriptive 6»ti*ttea acres* subjects. Count of DLQ/ALQ values does trot apply as U* BLQ/ALQ values were converted W the limit 
of the quantification {e.g., '<1,234’will be used as '1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for tbs overall itotiatica. 
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TaWe 14 2 2-2 

Statistical Comparison Between Srnotera and Non-Stnoters by Gender ot 24-Hour Urine Bitnrtarkers of Exposure by Timepoint and Overall 

(Page 38 of 264 2 


Biomaikcr. Cpiininc tdunob'mB CreauniBeycigarenc per day) Analytical Lab: Harrosale 


Timepoitri 

_Statistic 

Smoker* 

NotvS maker* 

P-vebse* 

Sr; cite re Non-Smotera 

f-value* 

Week 1 

N 

IS 


NA 

32 

NA 


MEAN, GEO MEAN 

0.825, 0.41 S 



0.679, Q25I7 



SD.SE 

1.48S4.0.3508 



0,5367,0.0949 



MSDIAN 

0.411 



0554 



MIN, MAX 

0.047,6.392 



0.119,2.215 



5%, 95% 

D.047, 6.592 



0.149,2.078 



# of BLQ/ALQ Values 

D/0 



0/0 


Week 2 

N 

18 


NA 

31 

NA 


MEAN, CEO MEAN 

1.223,0.416 



0.667,0327 



SD.SE 

3.3696,0.7942 



0.4562,0,0819 



MEDIAN 

0.398 



0.540 



MIN, MAX 

0.030, 14.690 



0.129,1.909 



5%. 95% 

0.030,14.690 



0.142, 1.721 



H of BLQ/ALQ Values 

QA3 



0/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

0.68.S, 0,475 



0,722,0546 



SD,SB 

0,6579,0.1596 



0.6568,0.1220 



MEDIAN 

0.599 



0.544 



MIN, MAX 

Q,011,3.099 



0.177,3292 



5%, 95% 

0.011,3.099 



0.201, 1.821 



# of BLQ/ALQ Value* 

IVO 



(VO 


Overall* 

N 

18 


NA 

32 

NA 


MEAN. GEO MEAN 

0.904,0.454 



0.703, 0.563 



SD.SE 

[,8194,0.4288 



0.5114,00904 



MEDIAN 

0.493 



0.593 



MIN, MAX 

0.029,8.127 



0.190,2.472 



5%, 95% 

0,029,8.127 



9.199,1.767 


NOTE: Values listed were normalized by taking the original bkwn&ritcT wid dividing \\ by tbc number of cigarette* found m quetffon 4 ufthe weekly suivev fiji the corresponding week. 

... 

P-vftftie from VvJlcojton rank-sum rest. 







Overall values calculated by first averaging the resulra across visits within 6 ituyeet, then caleulating the descriptive statistic* arms* subjects. Count of BLQ/ALQ values docs not apply ax tbe BLQ/ALQ value* were converted to the limit 
ofthcquanri/lcaiioti (e.g., '<1.234’tvil!be used as ’1.234) for die average? strewt visits tvitMu a subject fttn elimiwiins <11 BLQ/ALO value* for the overall statistics. 
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PM3006437970 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of 24-Hour Urine Biomarkerc of Exposure by Timepoint and Overall 

(Page 39 of264\ 


Bioimiker Cotinine (nc/mL) Analytical Lab; Harrogate 

limewrint 



Male 



Female 


.Xtnristic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokeis 

P-value" 

Week 1 

N 

IS 

30 

<0001 

32 

35 

<0001 


MEAN. GEO MEAN 

1001.8,749.5 

2.3. 1.5 


1044.9.787.0 

1.2,11 



SD.SE 

574.80.135,48 

2.91,0,53 


650.99,115.08 

0.69,0.12 



MEDIAN 

925.7 

1.0 


911.1 

1.0 



MIN. MAX 

19,0,2263.4 

1.0,14.1 


1832,2626.8 

1.0,4.8 



5%, 9354 

19.0,2263.4 

1.0,10.0 


226.0, 2534 2 

1.0,2 JZ 



# oFBLQ/ALQ Values 

OT 

two 


m 

30/0 


Week 2 

N 

IB 

30 

<0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

1183.3,887.6 

2.7, 1.5 


1138.3,880.3 

1.2,1.1 



SD, SE 

626.79,147.74 

4.14, 0.76 


877.59,157.62 

0.40,0.07 



MEDIAN 

1065.2 

1.0 


975.4 

1.0 



MIN. MAX 

15.5, 2343.3 

1.0,20.8 


81,5,4778.6 

1.0,2.5 



554, 9554 

1541,2343.3 

1.0,11.7 


221.4,2646.6 

1.0,2.4 



M of BLQ/ALQ Values 

0/0 

\m 


0/0 

29/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

1107.1,728.7 

2.1,1.4 


1068,7.908.3 

1.1,1.0 



SD.SE 

744.03,180.45 

3.49,0.64 


570.14, 105.87 

0,46,0.08 



MEDIAN 

844.3 

1.0 


1005.9 

1.0 



MIN, MAX 

6.1,2858,1 

1.0,199 


121.1,2580.2 

1.0,3,7 



5%, 95% 

6.!. 2858.1 

1.0, 5.3 


311.8,2101.4 

10,1.2 



# ofBLQ/ALQ Values 

m 

18/0 


0/0 

32/0 


Overall' 

N 

IB 

30 

<0001 

32 

35 

<0001 


MEAN, OEO MEAN 

1101.6,829.0 

2.3,1.6 


1062.8, 856.8 

1.1,u 



SD, SE 

549.70, 129.57 

2.96,0.54 


659JO, 116.55 

0.42,0,07 



MEDIAN 

1063.0 

1.1 


914.3 

1.0 



MIN, MAX 

13.5,1962.5 

1.0, 13.9 


73.6,3090.2 

1,0. 2.8 



5%, 95% 

13.5,1962.5 

1,0,10,6 


275.9,26(7,9 

1.0,2.7 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., M-234’will bo used as T.234^ for the averages across visits within a subject thus eliminating all QLQ^ALQ values fbr the overall statistics. 
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PM3006437971 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 40 of 264) 


Bioruarkcr: Coimine (nmol/'L) _ Analytical Lab. Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokcri 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

18 

30 

<,0001 

32 

35 

<0001 


MEAN, GEO MEAN 

5685.4,4253.4 

12.8, 8.8 


5930.1,44663! 

6.8,6.3 



SD.SE 

3262.01,768.86 

16.53,3.02 


3694.37, 653.08 

3.89.0.66 



MEDIAN 

5253.1 

5.7 


5170.2 

5.7 



MIN, MAX 

107.8, 12844.8 

5.7, 80.0 


103.3, 14907.1 

5.7, 27.2 



5%, 95% 

107.8, 12844.8 

5.7,56.8 


1282.6, 14381.6 

5.7, 12.5 



If of BLQ/ALQ Vetoes 

0/0 

19/0 


0/0 

30/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

6715.1,5037.2 

15.5,9.3 


6459.7,4995.6 

6.6,6.4 



5D,SE 

3557.04, 838.40 

23.49,4329 


498033, S94.49 

2324, 0.38 



MEDIAN 

6045.1 

5.7 


5535.4 

5.7 



MIN, MAY 

88.0, 13298.2 

5.7,118.0 


462.5, 271186 

5.7. 14.2 



5%. 95% 

88.0, 132982 

5.7,66.4 


1256.4,15019.5 

5.7.13.6 



# of BLQ/ALQ Vglues 

Q/0 

18/0 


0/0 

29/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<■0001 


MEAN, GEO MEAN 

6282.8,4135.0 

11.7, 8.0 


6064.6, 5 L54.5 

6,2, 6,0 



SD, SE 

4222.34, 1024.07 

19.79,3.61 


3235.56,600,83 

2.59,0.44 



MEDIAN 

4791.4 

5.7 


5708.5 

5.7 



MIN, MAX 

34.6,16219.7 

5,7,[12.9 


6872, 14642.6 

5.7, 21,0 



5%, 9554 

34.5,16219,7 

5.7,30.1 


1769.5,11925.4 

5.7,6.8 



# of BLQ/ALQ Vilues 

0/0 

18/0 


0/0 

32/0 


Overall' 

N 

18 

30 

<•0001 

32 

35 

<0001 


MEAN, GEO MEAN 

6251.7,4705.3 

13.3,9.2 


6031.5,4862.6 

6.5,6.3 



SD, SE 

3119.51,735.28 

15.80, 3.07 


3741,56.661.42 

2.38, 0.40 



MEDIAN 

6043.6 

6.4 


5188.9 

5.7 



MIN, MAX 

76.8, 11137.0 

5.7,78.7 


417.7, 17537.1 

5.7. 15.9 



5%, 95% 

76.8, 11137.0 

5.7,60.2 


1566.0, 14856.4 

5.7, 15.5 



* P-valuc from WiVcoxon rank-sum test. 

* Overall value* calculated by first averaging the results acros* visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the Quantification (e.g.. *<l .234* will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokeis hy Gender of 24-Hour Urine Biomarkera of Exposure h> Timepoint and Overall 

(Page 41 of 264) 


Biomarken Cotinine ((nst/mLl/cigarette net day 1 ) Analytical Lab: Harrogate 

Timepoinl 



Male 



Female 


Statistic 

Snickers 

Non-Smokera 

P-value* 

Smokers 

Non-Smokers 

P-valuc* 

Week I 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

74.8,59.1 



74.2,59.6 




SD, SE 

53.02, 12.50 



52.55,9.29 




MEDIAN 

59.0 



58.2 




MIN, MAX 

6.3,200.9 



9.1.262.7 




5%, 95% 

6.3,200.9 



15.1,162.2 




ft of BLQ/ALQ Values 

0/0 



0/C 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

116_5,70.3 



87.7, 71.8 




SD, SE 

185.29,43.67 



61.81, IU0 




MEDIAN 

72.0 



67.8 




MIN, MAX 

5.2, 843,9 



22.1,294.1 




5%, 95% 

.U, 843.9 



30.9, 238.9 




4 of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

108.7, 68.5 



80.3, 65.7 




SD, SE 

127.80,31.00 



61-09,11.34 




MEDIAN 

68.5 



62.0 




MIN, MAX 

2.0,571.6 



20.8. 322.5 




5%. 95% 

2.0.571.6 



29.5, 175.1 




ff qf BLQ/ALQ Values 

0/0 



0,51 



Overall’ 

N 

1$ 


NA 

32 


NA 


MEAN, GEO MEAN 

9932, 68.4 



80.5,67.6 




SD, SE 

115.70,27.27 



54.54, P.64 




MEDIAN 

65.7 



63.1 




MIN, MAX 

4.5. 538.8 



19.3.293.! 




5%, 95% 

4.5, 538.8 



31.8, 161.5 




NOTE: Values Usted were normalized by taking the original biomarker and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week. 

* P-vftlue from Wtteoxon rank-sum teat. 

* Overall value* calculated by first averaging the results across visits within a suhject, then calculating the descriptive statistics across sutrjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<) .234’ will be used as ’1J234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokeis by Gender of 24-Hour Urine Biomarkers of Exposure hy Timepoint and Overall 

(Page 42 of 264) 


Biomarker: Corinine ((mnol/Lycigaretic per day) Analytical Lab: Harrogate 

Timepoint 



Male 


female 


Statistic 

Smoker* 

Non-Smokers 

F-valuc 1 

Smokers NDu-Smokeis 

P-value* 

Week! 

N 

IS 


NA 

32 

NA 


MEAN, GEO MEAN 

424.5,3352 



421.2.338.2 



SD, SE 

300.93, 70.93 



29832,52.72 



MEDIAN 

334.6 



330.1 



MIN, MAX 

35.9, 1140.3 



51.7, 1490.7 



5%, 95% 

35.9, 1140.3 



85.7.920.5 



# of BLQ/ALQ Values 

(V0 



0/0 


Week 2 

N 

18 


NA 

31 

NA 


MEAN, OEO MEAN 

661.1,399.0 



497.6,407.4 



SD, SE 

1051.52,247.85 



350.77, 63.00 



MEDIAN 

408,4 



385.0 



MIN, MAX 

293,4789.2 



125.6,1668.8 



5%. 95% 

29.3,47892 



175.5, 1355.9 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

616,9,388.9 



455.8.372.9 



SD,SE 

725.28, 175.9! 



346.75,64.39 



MEDIAN 

3*8.5 



352.1 



MIN. MAX 

11-5,3243.9 



118.0, 1830.3 



5%, 95% 

13,5, 3243.9 



167.4. 993.8 



# of BLQ/ALQ Values 

0/0 



0/0 


Overall 4 

N 

18 


NA 

32 

NA 


MEAN, GBO MEAN 

562.7, 388.1 



456.8,383.6 



SD, SE 

154 77 



309.55,54.72 



MEDIAN 

372.5 



35K.0 



MIN, MAX 

25,6,3057.8 



109.8, 16633 



5%, 95% 

25.6,3057.8 



180.6,916.8 



1 P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the resdfs across visits within a subject, then calculating the descriptive statistics across sutjects. Count of BLQ/ALQ values does not apply os the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., "<1,234'will be used as ’1234’) for tbc averages acroa* visits within a subject iJms eliminating all BLQ/ALQ values forthe overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tab]? U 2.2-2 

Statistical Comparison Between Smoke PS anti Non-Smokers by Gender of 2foH our Urine Biomarkers of Exposure by Timepoinr and Overall 

(Page 43 of 2641 


Bkunaiket; Catfoiitt-N-alucuronjife (nmul/L) Analytical Lab: Harrogate 


Tiroepoinf 



Male 



Female 


Stefteic 

Smokers 

Noi* Smokers 

P-value 1 

Smoker* 

Non-Smokers 

P-vafue" 

Week 1 

N 

MEAN, GBO MEAN 
SD.SB 

MEDIAN 

MW, MAX 

5 %. 95% 

# ofBLQ/ALQ Values 

IS 

I2775.6&S, 5928.173 
15906.0495,3749.0918 

6149.147 

7C.505, 58435.475 

7J.505,5*435.475 

0/0 

30 

12.447, NA 
24.9161,4.5490 

2.554 

0.000, 121.445 

0,000, 49.373 

19/0 

<.0001 

V 

11946.851,6284.199 

12768.6173,2257.1940 

6802.623 

1032*5, 571*3.003 
193.518,41739.058 

0/0 

35 

3.616, NA 

7.5616, 122781 

0.000 

0.000,31.780 

0.000, 23.268 

30/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%,9S% 

# OfBLQ/ALQ Values 

18 

12429222B, 6666.938 
14017.9902, 3304.0720 

8346.791 

73,775,60546.008 

73,775,60546,008 

0/0 

30 

14.169, NA 
249605.4.5571 

2.554 

O.OOQ, 92.503 

0.000, 71.505 

WO 

40001 

3! 

15118.109,8074.155 
16526.0875,2968.1729 
6741,333 

2*6.588,77152,193 

310423,42263.995 

0/0 

35 

4.232, NA 

7.14*4,1,2083 

0.000 

0.000, 24.970 

0.000,20.430 

29/0 

<,0001 

Week 3 

N 

mean, geo mean 

SD, SE 

MEDIAN 

MIN, MAX 

514, 9534 

# ofBLQ/ALQ Value! 

17 

9575.361, 5758,281 

7119,6849, 1716.7772 

8817.815 

*1.153,23770,305 

81.153,23770.305 

0/0 

30 

S.929.NA 

16,0375,2.9280 

1.987 

0.000.78.8*3 

0.000,36.320 

18/0 

<,0001 

29 

12155.165, 7318.112 

1D191.6726,1892.5461 
8595,355 

160.035,37456.135 

900,623,29846.528 
(VO 

35 

2.6.49, NA 

6,6387, 1.1052 

0.000 

0.000,28.943 

0.000, 19.863 

32/0 

<0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

11720.704, 6790.703 

10966. IKK, 2584.7369 

9090.310 

75.478.44996.319 

75.478.44996.319 

30 

11.848, NA 
18.0395,3.2936 

435! 

0.000, 74.910 

0.000, 52.400 

<.OOOI 

32 

12733,509,7363.967 

122)8,3039,2159.9114 

7428.198 

22132 5,53864.641 
430.165,31626.019 

35 

3 ,502, NA 

6.1746,1.0437 

0.568 

0.000,23.268 

0.000,23,079 

<0001 

" P-value from Wilcox on rank-wirn test. " ™ " ■ 


Overall values calculated by tint averaging the result* acrasi vletra within a subject, then caleutainf: the descriptive atuHjtfcs servos subjects. Count of GLQ/ALQ values docs nor apply as the BLQ/ALQ values were converted to the limit 
Ot’the quantification te.g., ’<0,234’wiil be used as 1 .2341 for die averages across viaiu within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinl and Overall 

{Page 44 of 264) 


Biomarken Cotintne-N-filucuronide [(nmol/ld/cigarette per day) 


Timepoint 

Statistic 

Smokers 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MEN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

18 

810-916,467.157 
921.7349,2172550 
456.287 

23.835,3712.490 
23.835,3712.490 
(VO 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

850.290, 528.079 
723.5844, 170-5505 
793 291 

24.592,2367300 
24.592,2367.300 
(1/0 

Week 3 

N 

MEAN, GEO MEAN 

SD. SB 

MEDIAN 

MIN, MAX 

5%, 95% 

it of BLQ/ALQ Values 

17 

949.137,541.612 

1090.5024.264.4857 

533.582 

27.051,3961.718 

27.051,3961.718 

(V0 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

866.997,562.016 
720.6777, 169.8654 
667,112 

25.159, 2522.024 
25.159,2522.024 


Analytical Lab. Harrogate _ 

Male _ 

_ Noti-Smokere _ P-vaJue* 


_ Female _ 

Smokers _ Non-Smokers _ P-valuc' 


NA 32 NA 

734.934,475.851 
68S.4226,121.6971 
586.977 

51.643,2599.227 
64.506,2470.157 
0/0 

NA 3! NA 

1034.785, 638.445 
992.6234, 178-2804 
590.995 

103.474,3857.610 

126.571,3761.075 

0A) 

NA 29 NA 

826.740, 529.423 
717.1538, 133.1721 
606.714 

32.007,2846.864 

100,391,2497.076 

0/0 

NA 32 NA 

862.992, 577.351 
745.8771, 131.8537 
698,097 

66.662,3026.032 
128.640, 2758.029 


NOTE: Values listed were normalized by taking the original binmarker and dividing ft by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoaon rank-sum test 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g„ ’<\ .234’will be used as 7.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for (fee overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 45 of 264) 


Biomarker: Cotinine-N-glucuronkle {timol'24hij Analytical Lab: Harrogate 


Male 



Female 


Timepoint Statistic Smoker* 

Non-Smokera 

P-value" 

Smokers 

Non-Smokers 

P-value" 


Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

17099.631,9702.851 
16437,8673,3874.4425 
14284.827 
100.822,68661.683 
100.822, 6S661.6S3 
(V0 

30 

18.077, N A 
31.1255.5.6827 

2.645 

0.000,106.872 

0.000, ID6.0S4 

19/0 

<.0001 

32 

17856.776,11002.526 
14914,8964,2636.6061 
130512204 
284.034,60518,854 
561202,52173.823 

0/0 

35 

7.214, N A 
17.8516,3.0175 

0.000 

0,000,75,621 

0.000,72.395 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Value* 

18 

15578.821,9437.53! 
126802255,2988.7578 
14129.657 

66.398, 54491.407 

66.398, 54491.407 

0/0 

30 

23.010, NA 
43.7941,7.9957 

2.566 

0.000, 203.789 

0,000,103.001 

18/0 

<.0001 

31 

19694.105,13152.196 
15548.2)61,2792.5421 
14973.828 
453218,68665.452 
523.023,55B51.960 

0/0 

35 

8.773, NA 

153683,2.5977 

0.000 

0.000,54.934 
0.000,44.129 

29/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

17262.737,9735.883 
13557,2368,3288.1129 
14321.885 

85.048, 48342.568 

85.048, 48342.568 

0/0 

30 

15.560, NA 
27.1386,4.9548 

3.388 

0.000, 105,328 

0.000, 102.548 

18/0 

<.0001 

29 

18129,673,12558.609 

11936.9451,2216.5351 

17400.969 

224.049, 48692.976 
1675.159,37176.403 

0/0 

35 

5,147, NA 
13.0225,23012 

0.000 

0.000,52.637 

0.000, 50216 

32/0 

<.0001 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

16709.630,10031.393 

13467,4893,3174.3177 

16733.542 

84.089. 57165.219 
84.089.57165.219 

30 

18.882, NA 
29,3065,5.3510 

4.780 

0.000, 104.966 
0.000.97.288 

<.0001 

32 

18082.402,12337.082 
13234,2559,2339.5080 
15450.516 
412.823,46589.501 

827.405,45579.291 

35 

7.045, NA 
13,1343,2,2201 

0.499 

0.000,48.839 

0.000,42.815 

<.0001 


" P-vahte from Wilcox on rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’will be used as 1234 *) for the averages across viaiis within a subject thus eliminating ail QLQ/ALQ values for the overall statistics. 
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PM3006437977 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Knur Urirte Biomarkers of Exposure by Timepoint and Overall 

(Page 46 of 264) 


Biomarker: Cottnine-N-glueuronide ([nmol/ , 241irVcii;aieuc per day )_ Analytical Lab: Harrogate 


Stale ____Female 


Timepcint 

Statistic 

Smokers 

Non-Smokers 

P-vaJne* 

Smokers 

Non-SiTiokej .5 


Week l 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

1093.850,764.612 

885.5225,208.7197 

830.688 

33.607,3229.867 

33.607, 3229,867 

0/0 


NA 

32 

1145,880,833.131 

10962961,193.7996 

855.081 

90.023,6051.885 

142.017,3069.048 

0/0 


NA 

Week 2 

N 

MEAN. GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1075.089,747534 
8115326, 191.2801 

860.829 

22.133.3361.488 

22.133.3361.488 
(VO 


NA 

31 

1451.953,1072.558 

1333,1913,239.8074 

1020232 

151.073,6205.773 

443.000,4389.603 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

1362.232,915.736 

1000.7132,242,7086 

1273.684 

28.349,4080.569 
28.349,4080.569 

0/0 


NA 

29 

1216.198,908.543 
847.0669,157.4078 

995.011 

44.810,3246.198 

196.849.3033231 

0/0 


NA 

Overall" 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

1169.703, 839.791 
760.8145,179 3257 

909.152 

28.030,2578398 

28.030, 2578.398 


NA 

32 

1268,057,971.106 
1006.9520,178.0057 

922.614 

127.650, 5059.513 

276,448, 2748.884 


NA 


NOTE: Values listed were normalised by taking the original biiwnarker and dividing it by the number of cigarettes found iuquesifon 4 of the weekly survey fturhe corresponding week" 

1 P-vshir ftom Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results (crass visits within a subject, then calculating tbe descriptive statistics across subjects. Coots of BLQ/ALQ values does not apply as the BL.QM.LQ values were converted to the limit 
of the quantification (e.g., ’<1234’wi)l be mod as ’1.234’) for (he averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437978 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 

Staristieal Comparison Between Smokers and Mon-Smokers by Gender of 24-1 lour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 47 of 264) 


Biomarker Coritiinc-N-gluenronlde (nmol/mg Creatinine) Analytical Lab: Harrogate 





Male 



Female 


Timepoiirt 

Statistic 

Smoker* 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

F-value 1 

Week 1 

N 

MEAN. GEO MEAN 

sd.se 

MEDIAN 

MTN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

is 

11.128.7.340 

7.4252, 1.7501 

10.682 

0.095, 27.231 
0.095,27.231 

0/0 

30 

0.011.NA 

0.0210, 0.0038 

0.002 

0.000, 0.075 

0.000, 0.066 

19/0 

<.0001 

32 

14.577,9.595 

103373, 1.8274 

14.598 

0.236,37.108 

0.507,36.704 

0/0 

35 

0.006, NA 
0.0136,0.0023 

0.000 

0.000,0.055 

0.000,0.049 

30/0 

<.0001 

Week 2 

N 

MEAN, QEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

it nf RI.Q/A1Q Values 

IS 

10.408,6.935 

6.8410,1.6124 

10.2 6S 

0.074,26.176 

0.074, 26.176 

0/0 

30 

0.016.NA 

0.0371, 0.0068 

0.002 

0.000,0,195 

0.000, 0.058 

18/0 

<0001 

31 

15.196, 10.444 

11,8468,2.1277 

13.259 

0,392,53.877 

0.522, 38,730 

0/0 

35 

0.007, NA 

0,0122,0.0021 

0.000 

Q.000,0.045 

0.000,0.039 

7.9/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Valuea 

17 

11268,7.027 

7.7146, 1.8711 

9.472 

0.075,22.527 

0.075,22.527 

010 

30 

0.008, NA 
0.0151,0.0028 

0.002 

0,000, 0.060 

0.000, 0.057 

18/0 

<0001 

29 

15.296,10.711 
11.2894,2.0964 

14.211 

0264, 49,743 

1.668, 40.962 

0/0 

35 

0.005, NA 
0,0138,0.0023 

0.000 

0.000,0,067 
0.000,0.035 

32/0 

<,0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

10.959, 7.253 
7.0907,1.6713 

11.094 

0.081,23.794 

0.081,23.794 

30 

0.012, NA 

0.0208, 0.0038 

0.002 

0.000, 0,091 

0.000, 0.061 

<.0001 

32 

14.900,10.481 

10.5712,1.8687 

14.601 

0388,38.906 

0.809, 38.799 

35 

0.006, NA 
0.0119,0.0020 

0.000 

0.000, 0.049 

0.000,0.038 

<.0001 


* P-value from Wilcoxon rank-sum teat 

* Overall values calculated by first averaging tlw results across vista within a subject, then calculating the descrijaive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
afthequautificatiou (e.g., '<1234 ! will be used as T2341 for die averages acre*# visits within a subject Uiua eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437979 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24- Hour Urine Biotnarkers of Exposure by Timepoint and Overall 

(Page 48 of 264) 


Bioinarker, Cotinme-N-Rtacuromde llnmol/ms. CrcattnineVcicarette per day) 

Analytical Lab: Harrojjatc 






Male 


Female 



Timepoint Statistic Smokers 

Non-Smokers P-value" 

Smokers 

Non-Smokers 

p-value' 



Weekl 

N 

18 

NA 

32 

NA 


MEAN, GEO MEAN 

0.885,0,579 


0.918,0.727 



SD.SE 

0.8592, 0.2025 


0.S984.0.1235 



MEDIAN 

0.503 


0.761 



MIN. MAX 

0.022,2.946 


0,118,3,670 



5%, 95% 

0.032,2.946 


0.169,2.137 



# of BLQ/ALQ Values 

0/0 


0/0 


Week 2 

N 

18 

NA 

31 

NA 


MEAN, GEO MEAN 

0.955,0.550 


1.108,0.852 



SD,SE 

1.4836,0.3497 


09291,0,1669 



MEDIAN 

0.550 


0.839 



MIN, MAX 

0.025, 6.653 


0.131,4.303 



5%, 95% 

0.025,6.653 


0.403, 2.843 



# of BLQ/ALQ Values 

0/0 


0/0 


Week 3 

N 

17 

NA 

29 

NA 


MEAN, GEO MEAN 

0.980,0.661 


1.0®, 0.775 



SD.SE 

0.8366,0.2029 


1,0407, 0.1933 



MEDIAN 

0.722 


0.777 



MIN, MAX 

0.025.3.082 


0.053,5.120 



5%, 95% 

0.025,3,082 


0209,3,316 



# of BLQ/ALQ Values 

0/0 


003 


Overall' 

N 

18 

NA 

32 

NA 


MEAN, GEO MEAN 

0.933,0.611 


1.044, 0.824 



SD,SE 

0.9816,0.2314 


0.8336, 0.1474 



MEDIAN 

0.617 


0.830 



MIN, MAX 

0.027,4,227 


0.118,4.364 



5%, 95% 

0.027,4.227 


0.325, 2.594 



NOTE: Values listod were normalized by taking the original bkjiiutrker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wiknxon rank-sum tost. 

' Overall values calculated by first averaging the results wrest visits within a subject, then eakstlatlng the descriptive statistics nenosa sjhjerta Count ofBLQ/AIjQ values does not apply an the BLQ/ALQ values were converted to die limit 
of the quantification (e.g., V|.234' will be used aa ’1.2340 for the averages acrosa visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437980 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.22-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 49 of 264) 


Uiumsuker: Nicotine lue/24hrl Analytical lat>: Harrosale 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vahie* 

Smoker* 

Non-Smoker* 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1685.189,1137,843 

1101.8218,259.7019 

1444.194 

18.048, 3521.714 
18.048,3521.714 

0/0 

30 

7.867, 2.456 
19.3657,3.5357 

1.619 

0.530,93.100 

0.780, 58.3 i 1 
is/n 

<.0001 

32 

1778.702,1034.077 
1601.2984,283.0722 
1281.883 

76.527, 5245.860 

83.814, 5088.650 

0/0 

35 

2202, 1.896 
1.5415,0.2606 

1.900 

0.570, 9.792 

0.800, 3.350 

33/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5*A 95% 

# of BLQ/ALQ Values 

18 

1746.577,1234.839 
992.7277,233.9882 
1592.530 
10.980,3494.785 

10.980, 3494.785 

0/0 

30 

12.592,2.332 

54.8383, 10.0121 

1.680 

0.625, 302.670 

0.815, 12.512 

22/0 

<,0001 

31 

1840.681,1134230 
1545.7478,277.6245 
1490.076 

81.312, 5904.527 
94.792,4764.320 

0/0 

35 

2.299,1000 

1.4079, 02380 

2.150 

0.660, 8.514 

0.750,4.585 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

2172.224,1008.701 
2176.7037,527.9282 
1269.580 
5.450.6614.080 

5 450,6614.080 
(VO 

30 

2.702,2.114 

2.5477, 0.4651 

1.900 

0.750.13.650 

0.750, 7.259 

23/0 

<.0001 

29 

1952-179,1443.640 
1234.0737,229.1617 
1954.260 

55.800.4262.175 
417200,4138.428 

0/D 

35 

2.116,1,974 

0.8139,0.1376 

7.030 

0.940.4.740 

0,990, 3.350 

34/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

554, 95% 

18 

1878.760,1253.987 
1166-6714.274.9753 
1786.222 

11493,3792-219 

11493,3792219 

30 

7.721,2.668 

72.2784, 4.0676 

1.863 

0.793, 121.310 

0.865,33.074 

<.0001 

32 

1799.419, 1211.436 
1353.6781,2392987 
1574.517 
85.660,4824.558 

130-092,4299.995 

35 

2.206,2.0!) 

0.9890,0.1672 

2.150 

0.967,5.163 

0.980,4270 

<.oooi 


’ P-value from Wlieoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does tot apply as rite BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used »fi '1.234') for the averages Jicroas visits within n subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437981 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers anti Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 50 of 264) 


Biomarken Nicotine (nmol/24hr) Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Ncst-Smokcra 

P-vslue* 

Smokcri 

Non-Smokers 

P-valuc 1 

Week I 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

IS 

103S9.190.7014.802 
5792.7315,1601.0622 
8903.456 

111266,21711367 
111266, 21711367 

0/0 

30 

48.501,15.139 

1193893,21.7974 

9.978 

3267, 573.962 

4.809,359.487 

18/0 

<0001 

32 

10965.699.6375.083 
9872.0048, 1745,1404 
7902.809 

471.789, 32340.727 
515.713,31371.527 

0/0 

35 

13.578,11.689 

9.5034, 1.6064 

11.714 

3.514,60.358 

4.932,20.653 

33/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5W, 95% 

# of BLQ/ALQ Values 

18 

10767.648,7612.7*6 

6120.1664,1442.5371 

9817.948 

67.692.21545350 

67.692.21545350 

0/0 

30 

77.631. 14.378 

338 0780, 61.7243 

10.357 

3.S53, 1865.961 
5.024,77.136 

22/0 

<0001 

31 

11347.798,6992.529 
9529.5349,1711.5550 
9186.319 

501.288,36401.409 

584.393,29372.033 

0/0 

35 

14.176, 12.327 

8.6798,1.4671 

13.255 

4.069,52.489 

4.624, 28.267 

32/0 

<0001 

Week3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5 % 95 % 

# of BLQ/ALQ Vetoes 

17 

13391,759,6218.636 
134193783, 3254.6773 
7826.961 

33.599, 40775.803 
33.599,40775.803 

0/0 

30 

16.659, 13.035 

15.7067, 2,8676 

11.714 

4.624,84,152 

4.624.44.752 

23/0 

<.0001 

29 

12035.184,8900.039 
7608.0647, 1412,7821 
12048.013 

344.007,26276.309 
2572.038,25513.409 

00 

35 

13.046,12.167 

5.0180, 0.8482 

12.515 

5.795,29.222 

6.103,20.653 

34/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

11582.557,7730.816 

71922206,1695,2226 

110(7.056 

70.852,23379.028 

70,852, 23379.028 

30 

47.597, 16.446 

13 7 3 4 65. 25.0759 

11484 

4.891,747.878 

5.331,203.904 

<0001 

32 

11093,418, 7468.500 
8315,4257,14752768 
9706.809 

528.091,29743.402 

802.015,26509,469 

35 

13.600,12.399 

6.0976, 1.0307 

13 255 

5.960,31.832 

6.042, 26.323 

<0001 


* P-value from Wilcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. t *<1.234’will be used as ’l .234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006437982 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tahir 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 51 of264) 


Biomatker; Nicotine ((ns/24hrl/cicaretteperdaY) Analytical Lat>: Haroosaie 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vatafi* 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tfaf BLQ/ALQ Values 

18 

134.044, 89.665 
131.8900,31.0868 

114.896 

6.016,590.746 

6.016,590.746 

cm 


NA 

32 

107.059,78.302 

82.0618, 14.5066 

86.057 

14.337,363.475 

16.763,244.020 

Ml 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

196.148,97.810 

390.9936,92.1581 

100.419 

3.660, 1747.393 

3.660. 1747.393 

0/0 


NA 

31 

129311,92.496 
102.5182,16.4128 

85.370 

16.262, 376.716 
16.394,360.360 

0/0 


NA 

Week 3 

N 

MEAN, GBO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

142.448, 94.877 

96.6999, 23.4532 

145.83 L 

1.817,376.203 

1.817,376.203 

0/0 


NA 

29 

131.410,104.439 

87.7583, 16.2963 

107.140 

13.950.422.898 

29.233,275.895 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

Mm, MAX 

5%, 95% 

18 

1.57245, 104.761 
181.1319.42.6932 

121.480 

3.831,849.365 

3.831,849.365 


NA 

32 

119.177,97.804 

75 5788,13 3606 

96.236 

22234,287.989 
40.787,281.914 


NA 


NOTE: Values listed were normalized by taking the original bfomtufcer and dividing ft by the number of cigarettes found in question 4 of the weekly survey for the coirs spending week. 

* r-value from Wiicoxon rank-sum tost 

* Overall values calculated by first averaging the results across visits within * subject, then calculating the descriptive statistic* across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of (he quantification (e,g.. *<l .234' will be used u '1 _234’) for the averages acroas vbite within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437983 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table U.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 52 of264) 


i 


Bioroariter; Nicotine ((nnx)l/24hr)/ci garotte per day) 


Analytical Lab; Harrogate 


Timepoint 


Mate 


Statistic 


Smokers 


Non-Smokers 


P-Ynlue* 


Female 


Smokers 


Ntm-Smokere 


P-value* 


Week I N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95*4 

# of BLQ/ALQ Values 


18 

826.379,552.787 
813.1014, [91.6498 
708.333 

37.089, 3641.947 
37.089, 3641.947 
0/0 


NA 32 NA 

660.019.482.733 
505.9107, 89.4332 
530-544 

88.388,2240.823 
103.343, 1504,383 
WO 


Week 2 N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MrN, MAX 
53k, 95% 

# Of BLQ/ALQ Values 


18 

1209.249,602.998 
2410.4749,568.1544 
619.084 

22.564, 10772.675 
22.564, 10772.675 
0/0 


NA 31 

797.203,570/239 
632.0241,113.5149 
526.308 

100258,2322.453 
101.072,2221.619 
0/0 


Week 3 N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

4 of BLQ/ALQ Values 


17 

878.195,584.913 
596.1545, 144.5887 
899047 

11.200,2319289 
11.200,2319.289 
0/0 


m 29 

810.142, 643.866 
541.0306, 100.4669 
660.51B 

86.002, 2607.168 
180219,1700.894 
0/0 


NA 


NA 


Overall' N 


18 


MEAN, GEO MEAN 
SD. SB 
MEDIAN 
MIN, MAX 
5%, 95% 


969.418, 645.850 
11166774.263.2034 
748.925 

23.618,5236.332 
23.618, 5236.332 


NA 32 

734.727,602.959 
465.9432, 82J679 
593.294 

137.071,1775.452 
251.451,1737,999 


NA 


NOTE: Values listed were norma lizod by taking the original biomarker and dividing it by the number ofdgaretlea found in question 4 of the weekly survey for the corresponding week. 

* P-vakte from Wiicoxon rank-aunt test. 

Overall values calculated by first averaging the results across visits within a suhject, then calculating the descriptive statistic* across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as 1,234'j for the average* across visits within a subject thu* eliminating all BLO/ALQ vaiiats for ttra overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 53 of 264) 


Bioroarker. Nicotine (ng/mg Creatinine) 


Analytical Lab: Harrogate 


Timepoint 



Male 



Female 



Statistic 

Smoker* 

Non-Smokers 

P-valmc* 

Smokers 

Non-Smokers 


P-value* 

Week 1 

N 

18 

30 

<.0001 

32 

35 


<.0001 


MEAN, GEO MEAN 

1.564, 0.861 

0.005, NA 


1.543, 0.902 

0.002, NA 




SD, SE 

1.9898,0.4690 

0.0106,0.0019 


1.4185, 02508 

0.0022, 0.0004 




MEDIAN 

1.038 

0.001 


1.072 

0.002 




MIN. MAX 

0.017, 8.892 

0.000,0.044 


0.050, 5.613 

0.000, 0.014 




5%, 95% 

0.017, 8392 

0,000,0,041 


0.071,5.001 

0.001, 0.003 




# of BLQ/ALQ Whies 

0/0 

18/0 


ora 

33/0 



Week 2 

N 

18 

30 

<.0001 

31 

35 


<.0001 


MEAN, GEO MEAN 

1.463,0.906 

0.011,NA 


1.458, 0.901 

0.002, NA 




SD. SE 

1.5262,0.3597 

€.0525,0.0096 


1.3118,0.2356 

0.0014,0.0002 




MEDIAN 

1.135 

0,001 


1.262 

0.002 




MIN, MAX 

0.012,6.916 

0.000,0,289 


0.064, 5.620 

0 .000, 0.008 




5%, 95% 

0.012 7 6 916 

0.000.0.014 


0.07 r, 4.633 

0.001,0 004 




# of BLQ/ALQ Values 

ora 

2243 


ora 

32/0 



Week 3 

N 

17 

30 

<.0001 

29 

35 


<.0001 


MEAN,GEO MEAN 

1.392,0.730 

0.00 !,NA 


1.667, 1232 

0 .002,0.002 




SD, SE 

1.1591,0.2811 

0.0015,0.0003 


1.1687,0.2170 

0 .0010,0.0002 




MEDIAN 

14218 

0.001 


1.493 

0.002 




MIN. MAX 

0.005, 4.246 

0.000,0.008 


0.056.5.060 

0.001.0.005 




5%, 95% 

0.005,4.246 

0.000,0.003 


0.357,4.177 

0,001,0.004 




# of BLQ/ALQ Values 

ora 

23/0 


0/0 

34/0 



Overall* 

N 

18 

30 

<.0001 

32 

35 


<•0001 


MEAN, CEO MEAN 

1.477,0.920 

0.006, NA 


1.547, 1.032 

0.002, NA 




SD, SE 

1X164, 0.3103 

0.0201,0.0037 


1J24S2, 0.2207 

0.0013,0.0002 




MEDIAN 

1.237 

0 . 00 ! 


1.362 

0.002 




MIN, MAX 

0.011,5.866 

0 .000,0.111 


0.061,5.434 

0.000,0.007 




5%, 95% 

0.011,5.866 

0.000,0.015 


0.119,4.066 

0.001,0.004 




* P-value from Wilcoxon nmk-sum test. 

' Overall values calculated by first averaging the results across visits within a ajbject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to lhe limit 
of the quantification (e.g. t '<4.234’ will be used as 1 1.234*) for the averages aero** visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of 24-Hour Urine Biomaikers of Exposure by Timepoint and Overall 

(Page 54 of 264) 


Biomatker. Nicotine (nmol/mg Creatinine) _ Analytical Lab: Harrogate 





Male 



Female 


Tlmcpoim 

Statistic 

Smoker® 

Non-Smoker® 

F-vatue* 

Smoker® 

Non-Smoker® 

P-Yttlue 1 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

18 

9.640.5.307 
12.2671,2.8914 

6.396 

0.105, 54.819 

0.105, 54.819 

D/0 

30 

0.028, NA 
0.0654,0.0119 

0,006 

0.000,0.271 

0.000, 0.253 

18/0 

<0001 

32 

9.514,5.558 
8.7453,1.5460 

6.606 

0.308, 34.604 

0.438, 30.831 

0* 

35 

0.012, NA 
0.0135,0,0023 

0.012 

0.000,0.086 

0.006,0.018 

33/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Value* 

1$ 

9.017,5,588 

9.4091,2.2178 

6.994 

0.074, 42.637 

0,074, 42.637 
(V0 

30 

0.070, NA 
0.3236,0.0591 

0.006 

0.000,1.782 

0.000,0.086 

22/0 

<.0001 

31 

8,986,5.553 

8.0873,1.4525 

7.7S0 

(1.395, 34.709 

0.438, 28.562 

<W 

35 

0.012, NA 
0.0088,0.0015 

0.012 

0.000,0.049 

0006,0 025 

32/0 

<0001 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

17 

8.580,4.502 

7.1459, 1.7331 

7.509 

0.03!, 26.177 

0.031.26.177 

0/0 

30 

0.009, NA 
0.0089,0.0016 

0.006 

0 000, 0 049 
0.000.0.018 

23/0 

<0001 

29 

10.277,7.593 

7,2053,1.3380 

9.204 

0.345,31.195 

2.201,25,751 

0/0 

35 

0.012,0.010 

0.0062,0.0010 

0.012 

0.006.0.031 

0.006,0.025 

34/0 

<.0001 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

9.107, 5.684 

8. 1155, 1.9128 

7 67.7 

0.070,36.164 

0.070,36.164 

30 

0.036, NA 
0.1234,0.0225 

0.007 

0.000,0.682 

0.002,0.094 

<.0001 

32 

9.537, 6362 

7.6954, 1.3604 

8.394 

0.373, 33.503 

0.734,23.067 

35 

0.012. 0,010 
0.0073,0.0012 

0.010 

0.002,0.041 

0.006,0,025 

<.0001 


* F-value from WUcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visit* within a subject, then calculating the descriptive statisticj across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234* will be used as ’1.234*) for the averages across visits within a subject tfaua eliminating all BLQ/ALQ values for the overall statistics. 
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Tahle 14.2.2-2 


Statistical Comparison Between Smokers and Non-Sitwkeis by Gender of 24- Hour Urine Biomatkers of Exposure by Timepomt and Overall 

(Page 55 of 264) 

Biomaiker Nicotine ((ue/me CreaiinineRiaarette per davl Analytical Lab: Harroeate 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-vglue* 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.176,0.068 



0.091,0.068 




SD.SE 

0.4043,0.0953 



0.0629,0.0111 




MEDIAN 

0.074 



0.069 




MIN, MAX 

0.006,1.778 



0.011,0.251 




5%, 95% 

D.006, 1.778 



0.014,0.187 




it of BLQ/ALQ Values 

0/0 



m 



Week 2 

N 

38 


NA 

31 


NA 


MEAN, GEO MEAN 

0.262,0.072 



0.102, 0.074 




SD.SE 

0.7989,0.1883 



0.0764, 0.0137 




MEDIAN 

0.062 



0.065 




MIN, MAX 

0.0CM, 3458 



0.013, 0.250 




5%, 95% 

0.004.3.458 



0.013,0.244 




it of BLQ/ALQ Values 

OX) 



0(0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

0.105,0.070 



0.112, 0.089 




SD, SE 

0.082B, 0.0201 



0.0733, 0,0136 




MEDLAN 

0.094 



0.090 




MIN, MAX 

0.002. 0.358 



0.014, 0.287 




5%, 95% 

0.002, 0.358 



0.02S, 0255 




# of BLQ/ALQ Values 

070 



0/0 



Overall' 

N 

IS 


NA 

32 


NA 


MEAN, GEO MEAN 

0.180, 0.078 



0.101,0.083 




SD.SE 

0.4274, n.OW 



0.0618.0.0109 




MEDIAN 

0.081 



0.079 




MIN, MAX 

0.004, 1.865 



0.016,0228 




5%, 95% 

0.004, 1.865 



0.027, 0227 




NOTE: Values listed were normalised by taking the original biomariter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-valuc from Wjlcoxon rank-sum lest. 

' Overall values calculated by first averaging the results across visits within 0 subject, then calculating the ctescriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.234' wilt be used as M.234 1 ) for the averages across v|*itp wfthin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers ami Non-Smokers by Gender of 24*Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 56 of264) 


Biomaiker: Nicoline ((nmol/niE Qealiaineycicareue oer day) Analytical Lab. Harrocate 

Male 



Female 


Timepoint Statistic Smoker* Non-Smokers 

P-value* 

Snickers 

Non-Smokcra 

P-value* 


Weeil 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1.084,0.418 


0.558, 0.421 


SD, SE 

2.4930,0.5876 


0.3876,0.0685 


MEDIAN 

0452 


0427 


MIN, MAX 

0.035,10.964 


0.067,1.550 


5%, 95% 

0.035.10.964 


0.088,1.153 


# oFBLQMLQ Values 

ora 


ora 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

1.617,0.443 


0.628,0.453 


SD, SB 

4.9253,1.1009 


04711,0.0846 


MEDIAN 

0.382 


0.401 


MIN, MAX 

0.025,21.319 


Q.078, 1.541 


5%, 95% 

0.025.21.319 


0.079, 1.504 


# of BLQ/ALQ Values 

0/0 


ora 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.646, 0.423 


0,692, 0.549 


SD, SE 

0.5108,0.1239 


04520, 0.0839 


MEDIAN 

0.381 


0.557 


MIN, MAX 

0.010,2.207 


0.086, 1.771 


5%, 95% 

0.010,2207 


0.171,1.570 


# of BLQ/ALQ Values 

0/0 


era 

Overall" 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1.112,0.477 


0.624, 0.513 


sn, SE 

7,6039, 0 6138 


0.3811,0.0674 


MEDIAN 

0.500 


0490 


MIN, MAX 

0.023,11.497 


0.096, 1.408 


5%, 95% 

0.023,11.497 


0,169,1.399 


NOTE: Values listed were normalized by taking the original biomarker and dividing It by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vah* from Wilcoxoa rank -sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1,234' will be used aa *1.234*} for the averages across visits within a subject thus eliminating ai! BLQ/ALQ values for the overall statists. 
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Table 14,2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 57 of 264) 


Biomarker. Nicotine (ng/mL) _ Analytical Lab: Harrogate 


Time point 



Male 



Female 


Statistic 

Smekert 

Non-Smokers 

P-vaW 

Smokers 

Non-Smokera 

P-value 2 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

1071.6,695.2 

3.4, 1.7 


1181.3,590.6 

1.2, 1.1 



SD.SE 

894.09,210.74 

6.00,1.10 


1369.23, 242.05 

0.98,0.17 



MEDIAN 

810.1 

1.0 


597.3 

1.0 



MIN, MAX 

12.8,3732.0 

1.0,24.5 


32.7,6329.6 

1.0, G.B 



5%, 95% 

12.8,3752.0 

1A 20.9 


45.8, 3781.9 

1.0, 13 



# of BLQ/ALQ Values 

OX) 

18/0 


(V0 

33/0 


Week 2 

N 

18 

30 

<0001 

31 

35 

<0001 


MEAN, GEO MEAN 

1278.9, 872.3 

5.1, 1.5 


1226.1, 696J 

1.1,1.1 



SD.SE 

900.59,212.27 

iy.15,3.50 


1429.99,256.83 

0.58, 0.10 



MEDIAN 

993.7 

1.0 


730,7 

1.0 



MIN, MAX 

122,3489.6 

1.0, 106.2 


67.2, 6634.3 

1.0.4.3 



5%, 95% 

12.2,3489.6 

1.0,5.7 


83.5,4961.8 

1.0,2.1 



# of BLQ/ALQ Values 

0/0 

22/0 


(V0 

32/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

1075.5, 596.6 

1.5,1.2 


1220.1, 841.2 

1.0, 1.0 



SD, SE 

898.87,218,01 

1.80,0.33 


965X1, 179.25 

0.07,0.01 



MEDIAN 

8202 

1.0 


1123.3 

1.0 



MIN, MAX 

5.2,3006.4 

1.0,10.5 


30.0, 3630,2 

1.0, 1.4 



5%, 95% 

52, 3006.4 

1.0,4.0 


291.1,3563.7 

1.0, 1.0 



# of BLQ/ALQ Valuas 

m 

23/0 


0/0 

34/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, (3£0 MEAN 

1160,2, 803.0 

3.3,1.6 


117122, 714.3 

i.i, i.i 



SD, SE 

733.75, 172.95 

7.75,1.41 


1158.40,204.78 

0.43,0,07 



MEDIAN 

947.1 

1.0 


705.4 

1.0 



MIN, MAX 

10.1,2449.9 

1.0,42.7 


65.6,5531.4 

1.0,3.3 



5%, 95% 

10.1,2449.9 

1.0, 9.9 


69 A, 3012.0 

1.0, 2.1 



‘ P-value from Wltoxon rank-sum tea. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating th® descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., Vr | .234' will be used as 7 234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbr the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinl and Overall 

(Page 58 of 264) 


Dioinarkcr: Nicotine (nmol/ L)_ Analytical Lab: Harrogate 


Timepomt 


“ 

Male 



Female 


Statistic 

Smokers 

Non-Smokers 

F-vahte' 

Smoker* 

Ntm-Sinukcra 

P-value* 

Week I 

N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

6605.6, 4285.8 

me, 103 


7282.7,36412 

7.3. 6.6 



SD, SE 

5512.07, 1299.21 

36.96,6.75 


8441.30,1492.23 

6.03, 1.02 



MEDIAN 

4994.3 

6.2 


3682.4 

6.2 



MIN, MAX 

78.9,23131.1 

62,151.0 


201.6,39022.U 

6.2,41.9 



5%, 95% 

78.9,23131.1 

6.2,128.8 


262.4,23315.4 

62,7.4 



tt of BLQ/ALQ Vslues 

0/0 

18/0 


am 

33/0 


Week 2 

N 

18 

30 

<0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

7884.4,5377.8 

312,9.3 


7559.2,4292.7 

7.0,6.6 



SD, SE 

5552.14,1308.65 

118.03,21.55 


8815.87, 1583.38 

3.58,0.61 



MEDIAN 

6126.2 

5.2 


4504.8 

62 



MIN, MAX 

75.2,21513.4 

6.2,654.7 


414.3,40900.5 

6.2,26.5 



5%, 95% 

75.2,21513.4 

6.2,35.1 


514.8,30585.5 

6.2,12.9 



# of BLQ/ALQ Values 

(WO 

22/0 


(VO 

32/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

6630.4.3678.3 

9.3, 7.5 


75222,5186.3 

6.3,6.3 



SD, SE 

5541.54, 1344.02 

11.07, 2.02 


5951.14, 1103.10 

0.41,0.07 



MEDIAN 

5056.5 

6.2 


6925.1 

62 



MIN, MAX 

32.1,1S534.S 

6.2,64,7 


185.0,22380.2 

6.2,8.6 



5%, 9S% 

32.1,18534.5 

6.2,24.7 


1794.6.21970.2 

62.62 



tt ofBLQ/ALQ Values 

0/0 

23/0 


0/0 

34/0 


Overall’ 

N 

18 

30 

<,0001 

32 

35 

<0001 


MEAN, GKO MEAN 

7152.5,4949.8 

20.4, 10.2 


7220.5,4403.2 

6.8,6.6 



SD, SE 

4523.60, 1066.22 

47.74, 8.72 


7141.36,1262.46 

2.61,0.44 



MEDIAN 

5828.7 

6.3 


4m 7 

6.2 



MIN, MAX 

62.1,15103.7 

62.263.2 


4042,34100.9 

62, 20.3 



5%, 95% 

62.1,15103.7 

6.2,60.8 


427.6, 18569.2 

62,13.0 



* P-viluc from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics scraes subjects. Count of BLQ/ALQ vsluos does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., M234’wilibe used as ’1.234’) for the averages across visits within * subjoct ihua eliminetmg all BLQ/ALQ values for die overall statistics. 
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Tabic 14.2.2-2 

Slalrsticaf Comparison Belween Smokers and Non-Smokers by Gender of 24-Hour Urine B iomarkers of Exposure by Timcpoint and Overall 

(Page 59 of 264) 


Biomarker: Nicotine (Ing/mD/cigarette per day) Analytical Lab: Harrocate 

Tuncpoint 



Male 



Female 



Statistic 

Smokers 

Non-Smokere 

P-value" 

Smokers 

Non-Smokers 

P-vahie" 


Week 1 

N 

IS 


NA 

32 


NA 



MEAN, GEO MEAN 

85.3, 54.8 



68.4,44 7 





SD.SE 

88,05,20.75 



64.18,11,35 





MEDIAN 

55.4 



41.8 





MIN, MAX 

4.3,312.7 



8.1,287.7 





5%, 95% 

4.3,312.7 



9,2, 189.1 





U of BLQ/ALQ Values 

O/O 



0/0 




Week 2 

N 

18 


NA 

31 


NA 



MEAN, GEO MEAN 

142.9,69,1 



81.0, 56.8 





SD, SE 

257.04, 60.59 



75 J9,13.58 





MEDIAN 

65.7 



49,5 





MIN, MAX 

4.1. 1127,4 



13.4, 331.7 





5%, 95% 

4.1, 1127.4 



15.0.236.3 





# Of BLQ/ALQ Values 

0/0 



0/0 




Week 3 

N 

17 


NA 

29 


NA 



MEAN, GEO MEAN 

87.1,56.0 



85,2,60,9 





SD, SE 

86.17,20.90 



71.13, 13.21 





MEDIAN 

71.2 



62.8 





MTN.MAX 

1.7, 374.9 



7.5,316,8 





5%, 95% 

1.7.374.9 



14.7, 242.0 





» of BLQ/ALQ Values 

0/0 



0/0 




Overall’ 

N 

IS 


NA 

32 


NA 



MEAN, GEO MEAN 

105.2, 66.6 



75.9, 57/5 





SD.SE 

133.46, 31,45 



01.71, 10.91 





MEDIAN 

71.8 



50.7 





MIN, MAX 

3.4,603.3 



14.5, 287.1 





5%, 95% 

3.4,603.3 



20.1,209.9 





NOTE; Velites lined were normalized by taking the original bioniarker end dividing it by ihe number of cigarettes found m question 4 of tbe weekly survey for (he corresponding week. 
* p-valuc from Wilcoxon rank-sum test. 


' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics aensw subject*. Count of BLQ/ALQ values does not apply a* the BLQ/ALQ value* were converted to the limit 
of the quantification (e.£. '<1.234* will be used as *12343 for the averages across visits within a lubject tints eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437991 


RSR 

Protocol No. PM-8450 

Covancc CRU Study No. 12226-8450 


Table 14.2-2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 60 of 264) 


Biomarker: Nicotine ((nmol/Lycigarette per day) Analytical Lab: Harrogate 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smoker* 

P-vsIue* 

Smoker* 

Non-SmokeiB 

P« value* 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

525.5,337.7 



421.6,275,7 




SD.SE 

542.84,127.95 



395.69,69.95 




MEDIAN 

341.2 



257.6 




MIN, MAX 

20.3, 1927.6 



49.9,1773.7 




5*4,95% 

26.3,1927.6 



56.5, 1165.8 




* of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

880.7,426.0 



499.1,350.1 




SD. SE 

1584.59, 373.49 



465.96, 83.69 




MEDIAN 

404.6 



305.0 




MIN, MAX 

25.1,6950.1 



82.9,2045.0 




5%, 95% 

25.1.6950.1 



98.6,1456.6 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

536.7, 346.0 



525.1,375.2 




SD, SE 

531.24,128.84 



438.50, 81.43 




MEDIAN 

438.7 



387.3 




MIN. MAX 

10.7.2311.4 



46.3,1952.9 




5*4 95% 

10.7,2311.4 



90.3,1492.0 




n of BLQ/ALQ Vato 

0/0 



oro 



Overall' 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

648.6,410.4 



467.9,354,1 




SD.SE 

822.81, 193.94 



380.53. 6727 




MEDIAN 

442,3 



312.3 




MIN, MAX 

20.7,3719.4 



89.0,1770.2 




5%, 95% 

20.7,3719.4 



123.7,1294,1 




NOTE: Values listed were normalized by taking the original biomarkcr and dividing il by the number of cigarettes found in question 4 of the weekly Survey for the corresponding week. 

* P-vadue from Wilcoxon rank-sum teat. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects Count of BLQ/ALQ values does not apply as the Bl.Q/A LQ values were converted to the limit 
of the quantification (e.g., ^1,234’will be used as ’1.234’) far the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437992 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.2-2 

Statistical Comparison Between Smokers and Mon-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 61 of 264) 


Biomarker: Nicoune-N-gluairamde (arool'L) 

Analytical Lab. Hanoiale 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non- Smokers 

P-value* 

Smokers 

Non-Smokers 

P-YlllIC* 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

3185,833, 1315.053 

4046.7969,953.8392 

1437.370 

17.879. 12968.078 

17.879, 12968.078 

0/0 

28 

3.369, NA 

5.8234,1.1005 

0.000 

0.000, 22.811 

0,000, 18.495 

18/0 

c.QOOl 

31 

2857.657, 1385.609 
3716.0670, 647.4253 
1405.004 

J9.1S4,17624.502 

71.514,10892.322 

0/0 

34 

0.526, NA 
1.5264,02618 

0.000 

0.000, 6.782 

0.000,4.932 

33/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALO Values 

17 

3220.379, 1984.938 
3208.1796,778.0978 

1499,945 

330.444, 10055.115 

330.444, 10055.115 

0/0 

29 

5.166, NA 
18.3997,3.4167 

0.000 

0.000, 99.257 

0,000. 11.714 

22/0 

<.0001 

31 

3586.081, 1633,399 
4914.8761,882.7378 
1458.639 

68.432,25269.102 

106.038,102.55.478 

0/0 

34 

0.399, NA 
1.7363,0.2978 

0.000 

0.000, 9.864 

0.000,2.466 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

16 

2390.017, 1334.459 
1832.9412,458.2353 

2286.599 

27.126, 5382.662 
27.126,5382.662 

0/0 

30 

2.589, NA 

5.7411, 1.0482 

0.000 

0.000,28.976 

0.000, 11,714 

23/0 

<0001 

29 

3029.460, 1504.195 
2699.1081,501.2118 
2594.232 
12.330.8494.754 
17.879,8343.711 

0/0 

35 

0.247, NA 
0.8745,0,1478 

0.000 

0.000,4.316 

0.000,2.466 

34/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

2837.219, 1507.004 

2855.8907, 673.1399 

1684.176 

22.503, 9135.914 

22.503, 9135.914 

30 

3.689, NA 

75385,1.3763 

0.103 

0.000,36.579 
0.000,19.112 

<■0001 

32 

3047.122, 1633.131 
3367.0203,5952107 
1332.873 

58,432,14522.685 

98.640,11621.847 

35 

0.393, NA 
1.1359,0.1920 

0.000 

0.000,5.549 

0.000,3.699 

<0001 


* P-value from Wilcoxon rank-sum teat. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values wane converted to the limit 
of the quantification (e.g., ^l .234’will be used as 1,234 ^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437993 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tahle 14.2.2-2 

Statistical Comparison Between Smokers atul Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure hy Tcmepoim and Overall 

(Page 62of264} 


Biomarker: Nicotine-N-clircuronide ((nmol/Lydgatem: per day} _ Analytical Lab: Harrogate _ 

-- Male _.____ female 

— Jime point___ Statistic _ Smokers _ Non-Smokera _ P-vahte *_ Smokers _Non-Straw^ 


Week I N 

18 

NA 

31 

NA 

MEAN, GEO MEAN 

209.881,103.631 


172,883, 107.735 


SD, SE 

265.7647,62.6413 


203 3 168,365168 


MEDIAN 

99.003 


113.411 


M!N, MAX 

5.960,962.254 


14,180, 1036.735 


3%, 95% 

5.960,962/254 


20.933, 495.106 


# of BL0/AL0 Values 

0/0 


0/0 


Week 2 N 

17 

NA 

31 

NA 

MEAN, GEO MEAN 

225.933, 144.480 


243.814, 133.203 


SD, SE 

209.2341,30,7467 


297.5609,53,4435 


MEDIAN 

175.045 


114.900 


MIN, MAX 

25.400,730.384 


4.562, 1263.455 


5%, 95% 

25.400, 730.384 


39.086, 1139.498 


* of BLQ/ALQ Values 

0/0 


0/0 


Week 3 N 

[6 

NA 

29 

NA 

MEAN, GEO MEAN 

220.431,121.108 


210.345,108.820 


SD, SE 

211.2136,52.8034 


194.1911,36.0604 


MEDIAN 

115.556 


152.447 


MIN, MAX 

9.042,626.981 


1.192, 674.143 


5%, 95% 

9.042,626.981 


2.466,555261 


ft of BLQ/ALQ Values 

(VO 


0/0 


Overall" N 

18 

NA 

32 

NA 

MEAN, GEO MEAN 

209.357, 123.571 


204.440, 130280 


SD. SE 

199.7170.47.0738 


203.3880, 35.9543 


MEDIAN 

113.343 


126.735 


MIN, MAX 

7.501,705.631 


22.263, 756.966 


5%. 95% 

7.501,705.631 


29,150, 750.779 



NOTE: Values listed were ntmTtalized by taking the original biomarker and dividing It by the number of cigarettes fount! In quest ion 4 of Ihc weekly survey for the cotreeponding week. 

| P-vahie from Wilcox™ rank-sum teat. 

Overall values calculated by first averaging the results across visits within a aubjecl, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo the limit 
of the quantification (e.g., ’<! .234' will be used M 7 .2347 for the averages across visits within a subjert (hue el iminarirtg ail B LO/ALQ va lues for the overall statistics. 
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PM3006437994 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomariceis of Exposure by Timepoint and Overall 

(Page 63 of 264) 


Biomarker: Nicotine-N-glucuronide (nmol/24hr) Analytical Lab: Harrogate 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

4026.806,2152.393 

3521.3809,829.9974 

3048.346 

25.209, 10788 304 

25-209, 10788304 

0/D 

28 

5.227, NA 

8.9670,1.6946 

0.000 

0.000,29.594 
0.000,29.242 

18/0 

<.0001 

31 

4140.122,2380.428 

4418.1241,793.5185 

2576293 

162.756, 22030.628 
185,043, 11202.823 

0*0 

34 

1343, NA 

4.2370,0,7266 

0.000 

0.000, 22.042 

0.000,11.23S 

33/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 

SO, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

# of BLQ/ALQ Vetoes 

(7 

4025.196,2885.683 

3025.1895, 733.7162 

3547386 

461.543, 9872.580 

461.543, 9872.580 
(VO 

29 

12.807, NA 

522807, 9.7083 

0.000 

0.000,282.882 

D.000, 23.674 

22/0 

<0001 

31 

4619.799,2660.685 

4867.0677,874.1512 

3511.091 

177.318,22489.501 
193.519, 16921.539 

0/0 

34 

0.838, NA 

3.7823, 0,6487 

0.000 

0.000,21.701 

0 000,4.389 

32/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

ff of BLQ/ALQ Vetoes 

16 

4351.611,2285.075 

3671.9016,917.9754 

3945.803 

28.428,11461391 
28.428,11461.291 

0/0 

30 

4335, NA 

8.5750, 1.5656 

0.000 

0,000,37.669 
0.000,21.208 

23/0 

<0001 

29 

4485523,2581348 
3249.7743, 603/4679 
4005.325 

17.262. 1248738* 

52.296,10420.453 

0/0 

35 

0.432, NA 

1.5813, 0.2673 

0.000 

0.000. 8.114 

D.000,4.279 

34/0 

<0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

3965.133, 2293.944 
32883005,775.0599 

3242.426 

26.819,10353310 

26.819,10353310 

30 

7.466, NA 
193413,3.5312 

0.137 

0.000,104.041 
0.000,21.634 

<■0001 

32 

4289.753, 2765.078 
3668.2894, 648.4681 
2982.790 

133.990, 15441.801 

199.791, 12852.562 

35 

0.839, NA 

2.6072, 0,4407 

0.000 

0.000,11.885 

0.000,10.052 

<0001 


* F-'Valuc from Wilcoxon nmk-Biim test 

* Overall values calculated by first averaging the re suits across visits within a subject, then calculating the descriptive statistic* acroaa subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification <e.g, s .234’will be used as *1.234^ for the average* across visits within a subject thu* eltmmatmg all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table [4.12-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 64 of 264) 


Biomarken Nicotinc-N-filucuronjde ((nmoV24hryduaieflc per day) Analytical Lab. Harrogate 





Male 



Female 


Timepoini 

Statistic 

Smokers 

Non-Smokers 

P-vjiUie* 

Smokers 

Non-Smoker* 

P-YstUC 1 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 

MIN, MAX 

5%, 95% 

If of BLQ/ALQ Values 

18 

270. W0,169.615 
2452307,57.8014 
178.233 
8.403,837.161 
8.403,837.161 

0/0 


NA 

31 

263.934, 185.085 
277.0427, 49.7583 

183.997 

12.336, 1295.919 

65.416, 1120.282 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

17 

288.580,210.043 
235.5505, 57.1294 
236.486 

59.810, 832.305 
59.810, 832305 

0/0 


NA 

31 

345.767,216.978 

409.8456,73.6104 

193.519 

19.617, 1880.171 

59.106, 1188.730 

0A> 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

16 

330.168, 207.380 
258.1362,64.5341 
298.331 

9.476, 851,592 

9.476, 851,592 

070 


NA 

29 

310.569, 186.744 
251.8602,46,7693 

246.060 

3.452.929.600 
3.486,741.273 

0/0 


NA 

Overall’ 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN. MAX 

5%, 95% 

18 

282.614, 190.149 
217.46)8,51,2562 
168.425 

8.940.724.671 

8.940.724.671 


NA 

32 

302,153,221251 

271.8673,48.0598 

193 557 

43.S96,1230,708 

69.230,908.341 


NA 


NOTE: Values listed were normalised by taking the original biotnarker and dividing It by the number of cigarettes found In question 4 of the weekly survey for the otmespsmding week. 

‘ P-value from Wllcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acmss subjects Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., <1.234’will be used as 1.234} for the averages across visits within » subject thus eliminating atl BLQ/ALQ values (bribe overall statistics. 
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# • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers anti Non-Smokers by Gentler of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 65 of 264) 


Biomarker: Nicotjne-N-^Iucuronlde {nmol/m a Creatinine) Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vj|uc’ 

Smofcera 

Noo-Snwkera 

P-vslue" 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

tt of BLQ/ALQ Values 

IS 

2.667. 1.629 

1.8782,0,4427 

2.644 

0.024, 7.058 

0.024,7.058 

0/0 

28 

0.003. NA 

0.0061,0.0012 

0.000 

0.000,0.023 

0,000,0.021 

18/0 

<0001 

31 

3.223.2.054 

2.6290, 0.4722 

3.131 

0.135, 12.113 
0.187,7.065 

0/0 

34 

0.001. NA 

0.0031,0.0005 

0.000 

0.000,0.016 

0.000,0.008 

33/0 

<.0001 

Week! 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

594, 95% 

tt of BLQ/ALQ Values 

17 

2.720, 2.069 

1.8726,0.4542 

2.323 

0.298,6.734 

0.298, 6.734 

0/0 

29 

0.01 !,NA 

0.0499.0.0093 

0.000 

0.000,0.270 

0.000, 02)17 

22/0 

<0001 

31 

3,522,2.113 

3.6051,0.6475 

2.864 

0.153, 17.646 

0.193, 11.734 

0/0 

34 

0.001, NA 

0.0028,0.0005 

0.000 

0.000, 0.016 

0.000,0.004 

32/0 

<.0001 

Wock 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

594, 95% 

tt of BLQ/AE0 Values 

16 

2.776, 1.558 

2.1773, 0.5443 

2.549 

0.025, 6.372 

0.025,6372 

0/0 

30 

0.002, NA 

0.0043, 0.0008 

0.000 

0.000, 0.021 

0.000.0.011 

23/0 

<■0001 

29 

3.701,2.200 

2.7698,0.5143 

3.179 

0.020, 10.645 

0.056, 9.700 

0/0 

35 

0.001, NA 

0.0018, 0.0003 

0.000 

0.000, 0.008 

0.000, 0.006 

34/0 

<■0001 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2.612,1.659 
1.9175,0.4520 

2521 

0.025, 6.72! 

0.025,6.721 

30 

0.006, NA 

0.0177, 0.0032 
noon 

0.000,0.097 

0.000, 0.013 

<■0001 

32 

3.483,2.345 
2.6610,0.4704 

2.952 

0.520, 10.339 
0.190,9.409 

35 

0.001. NA 
0.0021,0.0003 

0.000 

0.000, 0.009 

0.000, 0.008 

<0001 


* P-value from Wtlcoxon rank-sum test. 

* Overall values calculated by first averaging Ihe results across visits within ■ subject, then calculating the descriptive statistic* across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to die limit 
of the quantification (e.g., ’<1,234" will be used as T.234 1 ) forth* averages across visits within a subject thus eliminating all BLQ/ALQ value* for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers anti Non-Smokers by Gentler of 24-Hour Urine Riomarkers of F.xposure by Timepoint and Overall 

(Page 66 of 264) 

Bioroaiker: Nicotine-N-glticuronide ((nmol/mg Creatmineydgarette per day) Analytical Lab: Harrogate 


Male__Female 


TiinetJoini 

Statistic 

Smokers 

Non-Smokers 

P-vatue* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

is 

0.216.0.128 

02139,0.0504 

0.137 

0.008, 0.684 
0.005,0.684 

0/0 


NA 

31 

0205.0.160 

0.1622,0.0291 

0.144 

0.031,0,713 

0.062,0.679 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

0257, 0.151 

0.3877, 0.0940 

0.123 

0.043,1.647 

0.043,1.647 

0/0 


NA 

31 

0.259,0.172 

0.2814, 0.0505 

0.165 

0.015, 1.304 
0.051,0.882 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

16 

0.226,0.141 
0.1834,0.0458 

0,155 

0.008,0-531 
0.008.0531 

0/0 


NA 

29 

0.265,0.160 

0,2669,0.0496 

0,191 

0.004,1.213 
0.004,0.888 

0/0 


NA 

Overall" 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

0/223,0.I3S 

0.2319,0.0547 

0.127 

0.008,0.915 

0.008,0.915 


NA 

32 

0.245,0,188 

02108,0.0373 

0.194 

0.039,1.065 

0.091,0.590 


NA 


NOTE: Values listed were normalized by talcing the original biomarker and dividing rt by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-Ysdue from Wthmou rank-sum lest. 

Overall values calculated by firat averaging the results acroes visits within a subject, than calculating tbs descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., 'cl .234’will be used as 1-234 1 ) for the averages acroas visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006437998 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tahle 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 67 of264) 


Biomsiker: Sum of Nicotine ind Nicotine metabolite* (nmol/me Creatinine) 

Analytical Lab: Hatrocate 








Male 



Female 


Timepwinl 

Statistic 

Smokers 

Non-Smokers 

P-veins' 

Smokers 

Non-Smokers 

P-vsIue 1 

Week! 

N 

MEAN. GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

H of BLQ/ALQ Values 

18 

62.070 ,44 22% 
41.1904,9.7087 

54.596 

0.762.171.322 

0.762,171.322 

070 

30 

0.095, NA 

0.1597, 0.0291 

0.033 

0.000, 0.677 

0.016,0.447 

o/n 

<.0001 

32 

72.066,53 384 
44.6144,7.8868 

66.924 

1.870,165.672 

8.068.162.785 

0/0 

35 

0.053,0.038 

0.0632,0.0107 

0.033 

0.005, 0.340 

0.017,0.183 

0/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Valuee 

18 

59.710,41.943 

39.2615, 9.2540 

50.999 

0.520,162,182 

0.520,162.182 

0/0 

30 

0.178, NA 

0.5342,0.0975 

0.038 

0.000, 2,938 

0.011,0.606 

070 

<.0001 

31 

74.721,57.970 

47.9812,8.6177 

64.581 

5.674,177.245 
10.256,175.663 

0/0 

35 

0.056, 0.042 

0.0502,0.0085 

0.033 

0.016. 0.243 

0.017, 0.174 

CTO 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5% 95% 

# of BLQ/ALQ Values 

17 

60.863, 40.299 

41.8253, 10.1441 

51.737 

0.402.163.660 

0.402, 163.660 

0/0 

30 

0D64, 0.038 

0.0951,0.0174 

0.030 

0.011.0.470 

0.016,0274 

070 

<.0001 

29 

78.391,62.940 

48.1753, 8.9459 

63.710 

10.306,204.112 

14,475,177.849 

0/0 

35 

0.051,0.039 

0.0481,0.0081 

0.033 

0.017,0.283 

0.017,0.109 

0/0 

<.0001 

Overall" 

N 

MEAN. GEO MEAN 

ST), SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

60.933,43.007 

39.3367,92717 

58,041 

0.561,150.824 

0.561, 150.824 

30 

0.113,0.048 

02311,0 0422 

0.034 

0.011, 1.222 

0.013, 0.392 

<.0001 

32 

74.681,58.662 

45.5234.8.0475 

66.336 

5.950,182.343 

10.933,163.962 

35 

0.053,0.042 

0.0475,0.0Q8Q 

0.039 

0.017,0.236 

0.017,0.193 

<0001 

• P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first eventing the results across visits within a subject, then calculating the dasenjxive statistics across subjects, 
of the quantification (e.g., *1.234’will be used as ’1,234') for the averages across visit* within a subject thus eliminating all BLQ/ALQ values 

Count of BLQ/ALQ values does not 
for the overall statistics. 

apply a the RLQ/AljQ value* were 

am verted to the limit 
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PM3006437999 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 lour Urine Biumarkersof Exposure by Timepoinrand Overall 

(Page 68 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites [Inmolrink Creatinine l/cigarette per day) _ Analytical Lab: Harrogate 





Male 



Female 


Ttmepohrt 

Statistic 

Smokers 

Noo-Smokers 

F-value* 

Smokers 

Non-Smokers 

P-Yalue* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/A(QV»iiKs 

18 

5,386,3.485 

7.4367. 1.7528 

3.417 

0254,34.264 

0254, 34.264 

n/n 


NA 

32 

4.725.4.042 
2.9421,0.5201 

3.973 

0.935, 14.783 

1.986, 12.963 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

7.591,3.322 

18.3926, 4.3352 

3.239 

0.173, 81.091 

0.173, 81.091 

0/0 


NA 

31 

5.495, 4.728 

3.2306,0.5802 

4.715 

1.734, 15.686 

2.051, 11.330 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

tt of BLQ/ALQ Values 

17 

5,392, 3.790 

5,1386, 12463 

4.092 

0.134, 23.794 
0.134,23.794 

0/0 


NA 

29 

5.287, 4,554 
3.6124.0.6708 

4.413 

1.911,20.287 

2.024, 10.156 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

6.078,3.610 

10.1725, 2.3977 

3.583 

0.187,46.383 

0.187,46.383 


NA 

32 

5238, 4.628 

2.9750, Q.S259 

4.388 

1.877, 16.312 

2.556, 11.763 


NA 


NOTE: Values listed were normalized by taking the original biomarker and cttvkltng ft by (he number of cigarette* found in question 4 of the weekly survey for the corresponding week. 
* F-vniue from Wilcoxon rank-sum test 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply aa (he BLQ/ALQ value* were converted to the limit 
of the quantification (e.g., *1.234^111 be used as TJW) fertile averages across Yfelts within s subject thus eliminating all BLQ/ALQ valics for the overall statistics. 
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PM3006438000 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 69 of 264) 


Biomarkcr. Sum of Nicotine and Nicotine metabolites (mE/24hr) 

Analytical Lab: Harrogate 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vatae* 

Smokers 

Non-Smokers 

P'Value* 

Week 1 

N 

IS 

30 

<.0001 

32 

35 

<■0001 


MEAN, C3EO MEAN 

13.822,9.484 

0.026, 0.011 


13.303,9.931 

0.010.0.007 



SD, SE 

9.9619,2.3480 

0.0420,0.0077 


SJ5I8,1.4764 

0.0092,0.0016 



MEDIAN 

13.406 

0.006 


12.589 

0.008 



MIN, MAX 

0.131,43.641 

0.003,0.157 


0.365,34.675 

0.002, 0.039 



534,95% 

0.131,43 641 

0003,0.148 


2.343,27.701 

0.003,0.038 



P of BLQ/ALQ Values 

0/0 

(V0 


0/0 

04) 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

13.093,9.255 

. D.039, 0.013 


15,102, 11.844 

0.011,0.008 



SD, SE 

7.5570, 1.7812 

0.0940,0.0172 


8.8042, 1.5813 

0.0087,0.0015 



MEDIAN 

13.281 

0.009 


14.179 

0.007 



MIN, MAX 

0.075,33.112 

0.002,0.499 


0.923, 36.320 

0.002,0.032 



5%. 95% 

0.075.33.112 

0.003.0.190 


2.125,33.028 

0.003,0.029 



9 of BLQ/ALQ Values 

Ml 

0/0 


0/0 

04) 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

14.745, 9.058 

0.020,0.Q 11 


14.494, 11.972 

0.009,0.QQ7 



SD, SE 

11.6*86,2.8349 

0.0289, 0.0053 


7.2037, 1.3377 

0.0066,0.0011 



MEDIAN 

11.316 

o.oo« 


14.750 

0.007 



MIN, MAX 

0.074,41.355 

0.004.0.136 


1.679,29.43* 

0.003,0.035 



5%, 95% 

0.074,41.355 

0,004,0.078 


2.178,24.083 

0.003,0.026 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall' 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

13.929, 9.603 

0.028,0.013 


13.936, 11.167 

0.010,0.008 



SD. SE 

9.1277,2.1514 

0,0474, 0.0087 


7.6523, 1,3527 

0.0069,0-00(2 



MEDIAN 

11,551 

0.010 


14.050 

0.008 



MIN. MAX 

0.093,37.247 

0.003,0.222 


0.989,27.579 

0.003,0.030 



5%, 95% 

0.093, 37.247 

0.004,0.135 


2.359,27.575 

0.003,0.026 



* P-vahie from Wiboxon nanlc-aum te»t. 

' Overall vahnfts calculated by tint averaging the remit! across vishs within a subject, then calculating the descriptive statistics ocraM subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '«I,234’s»ill be used as 1.234’) for the avcragei acr-osa visltg wfrhin ft subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006438001 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2:2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoiut and Overall 

(Page 70 of 264) 


Biomatker: Sum of Nicotine and Nicotine metabolites ((mit/24hrVcicarette per day ) Analytical Lab: Harrogate _ 

_Mate_ _Female 



Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 75% 

# of BLQ/ALQ Values 

18 

0.908,0.748 
0.4563,0.1076 

0.800 

0,044,1.846 

0.044,1.846 

tvo 


NA 

32 

0.892,0.752 

0.6019,0.1064 

0.777 

0.183,3.468 

0.273, 1.684 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 75% 

# of BLQ/ALQ Values 

18 

1.109,0.733 

1.4161,0.3338 

0.832 

0.025, 6,647 

0.025, 6.647 
(VO 


NA 

31 

1.124,0.966 

0.7293, 0.1310 

0.893 

0.425. 3.670 
0.437.2.761 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

1.136,0.853 

0.6417,0.1556 

1.085 

0.025,2.263 

0.025,2.263 
(VO 


NA 

29 

0.957, 0.866 

0.4405, 0.0818 

0.881 

0.420,2.007 

0.429,1.877 

(V0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

IS 

1.045, 0.802 

0.7335,0 1729 

0.890 

0.031,3.585 

0,031,3.585 


NA 

32 

0.988,0.882 

0.5285,0.0934 

0.955 

0.392,3.005 

0.424, 1.810 


NA 


NOTE: Values listed were normalized by taking the original biornariser and dividing it by the number of cigarettes found in question 4 of tbo weekly aurvoy for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall valuet calculated by first averaging the results across visits within a subject, than calculating the descriptive statistics aortas subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ><1.234'will be used as T,2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438002 


i 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokeis by Gender of24-Hour Urine Binmarkera of Exposure by Tirnepoint ami Overall 

(Pflge 71 of 264) 


Biomarker. Sum of Nicotine and Nicotine metabolites (mg/mg Creatinine) 

Analytical Lab: Harrogate 





Timepoim 



Male 



Ferrate 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

0,010, NA 

0.000, NA 


0.012, NA 

0.000, NA 



SD, SE 

0.1X168,0.0016 

0.0000,0.0000 


0.0073,0.0013 

0.0000,0.0000 



MEDIAN 

0.009 

0.000 


0.011 

0.000 



MIN, MAX 

0.000,0.028 

0.000,0.000 


0.000, 0.027 

O.UOO, 0.000 



5%, <55% 

0.000, 0.028 

0.000, 0.000 


0.001, 0.026 

0.000, 0.000 



# ef BLQ/ALQ Values 

m 

0» 


G/0 

0/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, CEO MEAN 

0,010, NA 

0.000, NA 


0,012, 0.009 

0.000, NA 



SD, SE 

0.0063,0.0015 

0.0000,0.0000 


0.0078,0,0014 

0,0000, 0.0000 



MEDIAN 

0.009 

0.000 


0.010 

0.000 



MfN. MAX 

0.000,0.026 

0.000, 0.000 


0.001, 0.029 

0.000, 0.000 



5%, 95% 

0.000, 0.026 

0.000, 0.000 


0.002, 0.028 

0.000, 0.000 



ff of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

17 

30 

<•0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

0.010, NA 

0.000, NA 


0,013, 0.010 

0.000, NA 



SD, SE 

0.0068,0.0017 

Q.0000,0.0000 


0,0078,0.0014 

0,0000,0.0000 



MEDIAN 

O.OOS 

0.000 


0.01 Q 

o.ooa 



MIN, MAX 

0.000, 0.027 

D.OOO, 0.000 


0.002, 0.033 

0.000,0.000 



5%, 95% 

0.000, 0.027 

0.000,0.000 


0.002, om 

0.000,0.000 



tf of BLQ/ALQ Values 

0/0 

0/0 


m 

0/0 


Overall’ 

N 

18 

30 

<.0001 

32 

35 

<•0001 


MEAN, GEO MEAN 

0.010, NA 

0.000, NA 


0.012,0.010 

0.000, NA 



SD, SE 

0.0064, 0.0015 

0.0000,0.0000 


0.0071, 0.0013 

0.0000,0.0000 



MEDIAN 

0.009 

0.000 


0.011 

0.000 



MIN, MAX 

0.000, 0.024 

0.000,0.000 


0.001,0.030 

0.000,0.000 



5%, 95% 

0.000,0.024 

0.000,0.000 


0.002,0.027 

0.000,0.000 



* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., E *23-4 ’ will be used as T .234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438003 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biumarkers of Exposure hy Time point and Overall 

{Page 72 of264) 


Biomaricen Sum of Nicotine and Nicotine metabolites Krng/mg CreatinineycigaicHe per day] 


Analytical Lab. Harrogate 


Female 




Smokers 

Non-Smokers 

P-value* 

Smckera Non-Smokers 

P-value" 

Week I 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

0.001, N A 



0.001, NA 



SD,SE 

0.0014,0.0003 



0.0006, 0.0001 



MEDIAN 

0.001 



0,001 



MIN, MAX 

0.000,0-006 



0.000, 0.002 



5%, 95% 

0.000, 0.006 



0.000, 0.002 



# of DLQ/ALQ Values 

0/0 



M) 


Week 2 

N 

IS 


NA 

31 

NA 


MEAN, GEO MEAN 

0.001, NA 



0.001, NA 



SD.SE 

0.0030,0,0007 



0.0007,0.0001 



MEDIAN 

0,001 



0.001 



MIN, MAX 

0.000,0,013 



0.000,0.003 



5%, 95% 

0,000, 0,013 



0.000.0.002 



# o f BLQ/ALQ Values 

am 



0/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

0.001, N A 



0.001, N A 



SD, SE 

0.0009,0.0002 



0,0007, 0.0001 



MEDIAN 

0,001 



0.001 



MIN, MAX 

0.000,0.004 



0.000,0.003 



5%, 95% 

0.000, 0.001 



0.000,0.002 



# of BLQ/ALQ Values 

0/0 



(VO 


Overall" 

N 

[S 


NA 

32 

NA 


MEAN, GEO MEAN 

0.001, NA 



0.001, NA 



SD.SE 

0.001 8, Q.0004 



0.0007.0.0001 



MEDIAN 

0 001 



0.001 



MIN. MAX 

0.000,0,008 



0.000,0.003 



5%. 95% 

0,000,0,008 



0.000,0.002 


NOTE: Values listed were normalized by taking tbe original biornaiker and dividing it by (he number ufcigatvlles found in question 4 ot the weekly survey for the concapoDdmg week. 


1 P-vatue ftom Wllcoxon rank-sum test. _ 

1 Overall values calculated by first averaging the results across visits within a subject, then calculating tbe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the hunt 
of the quantification (e.g„ vrl 224’ will be uaed as 1.234’) for the averages across vidra within a subject thus eliminating fill BLQ/ALQ values for the overall slat lilies. 


Final Draft; 25 March 2003 


Page 7fi5 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006438004 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Stall St teal Comparison Between Smokers and Non-Smokers by Gender of 24-Hnur Urine Binmarkers of Exposure by Timepoint and Overall 

(Page 73 of2641 


Biomatter: Sum of Nicotine and Nicotine metabolites (nmol/24firj 

Analytical Lab: Harrogate 








Mite 



Female 


Timeuotm 

Staiiaic 

Smokers 

Non-Smokers 

F-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

85202.321,58462.565 
61406.4097, 14473.6296 
82633.120 

807.495, 269008.088 
807.495, 269008.088 

0/0 

30 

159.938, 67.755 

258.9385,47.2755 

37278 

16.191,965245 

17.554.910,691 

0/0 

<0001 

32 

82001.169.61213.291 

51481.8797,9100.7966 

77601.162 

2251.019,213748.173 
14441.244,170748.968 

0/0 

35 

58.895,44.579 

56.4888,9.5484 

46.442 

13.634,237.553 

16,239,234.212 

0/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

80706.746, 57056.576 
46581.7789,10979.4306 
81866.447 

463,520, 204106.209 
463.520,204106.209 

0/0 

30 

238.603,79.085 

579.9512,105.8841 

55.334 

12,603,3077.553 

15.682.1170.521 

053 

<.0001 

31 

93087.670,73006.709 

54269.4223,9747.0760 

87398.389 

5691.880, 223877.537 
13096,445,203586.824 

0/0 

35 

66.453, 50.878 
54.0386,9.1342 

42.918 

14.343, 199.855 

193 48,176.749 

0/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

90888,319, 55827.577 
72049.8950, 17474.6663 
69754.394 

455.443, 254916.322 

455.443, 254916.322 

0/0 

30 

121.964,68.946 

178.0699,32.5(10 

48.161 

24.371.838.565 

25.818.479.785 

CTO 

<0001 

29 

89343.293, 73796.575 
44404.0636, 8245.6276 
90922.089 

10347.744.181459.213 

13427.500.148449,107 

0/0 

35 

54.072, 44.842 

40.4937,6.S447 

44305 

17.387,214.464 

18.202, 161.224 

0/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 
594,95% 

18 

85861,395, 59208.644 
56264.4210, 13261.6512 
71198.076 

575.486, 229597.547 

575.486, 229597.547 

30 

173,501,79.279 

292.4969, 53.4024 

56.633 

20.989,1369.102 

21.248, 828.576 

<0001 

32 

85905.064,68S33.445 
47169.5124,8338.4705 
86603.825 

6096.881,169998.026 
14539.033, 169972.601 

35 

59.807, 49.004 

42,7707, 7,2296 

47.661 

16.995.183.762 

20.862, 161.356 

<0001 


* P-value from Wilcoxon rank-sum test 

* Overall values calculated by rust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<\ ,234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 2-5 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 74 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites {(nmol^hrycigarette per day) Analytical Lab: Harrogate 





Mile 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smoker* 

P-value’ 

Smokers 

Non-Smokers 

P-vatue 1 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#nfRTjQ/AT.Q Values 

18 

5597.150,4507.020 
2813.1975,563.0770 
4933.138 

269.165, 1 1381.236 
269.165,11381.236 

n/n 


NA 

32 

5496.958,4635.178 
3710.2303,655.8822 
4786.547 

1125.510,21374.817 
1679.783, 10379.541 
(V0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

6832.907,4519.371 

8729.3751,2057.5334 

5129.101 

154.507, 40974.206 
154.507,40974.206 

0/0 


NA 

31 

6926.664,5953.677 
4494.9220,807.3118 
5502.899 

2619.289,22620.758 
2696009, 17016.199 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD,SB 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Valises 

17 

7004.383,5251.024 

3955.2792,959.2961 

6687.793 

151.814.13950.879 

151.814.13950.879 

0/0 


NA 

29 

5899.075,5338.755 
2715.4895, 504.2537 
S427.632 

2586.936,12370.759 
2642.015,11572.851 

0/0 


NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

6438.950,4941.501 
4521.7761, 1065.7929 
5482.150 

191.829,22102.107 

191.829,22102.107 


NA 

32 

6088.668, 5435.886 
3257.9068,575.9220 
5888.948 

2417.332, 18522.809 

2610.851,11156.032 


NA 


NOTE: Yalues listed were normalized by Laking the original btoinarker and dividing li by ilte number of cigarettes found In question 4 of Lite weekly survey for the corresponding week, 

“ P-value from Wilcox on rank-sum test. 

1 Overall values calculated by first averaging the results across visits within a subject, them calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply a* the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234’will be used as ’12234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine BiontaTkers of Exposure by Tiinepoint and Overall 

(Page 75 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (nmoi/L) _ Analytical Lab: Harrogate 


Timepomt 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vahic' 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 

3n 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

56466.8.35719.0 

92.9,462 


51422.5, 34962.7 

31.8,25.0 



SD, SE 

53151.00, 12527.81 

158.41,28.92 


40492.71,7158.17 

31.63,535 



MEDIAN 

39231.4 

29.7 


40087.7 

17.6 



MIN, MAX 

572.7,228943.1 

17.1,622.3 


818.6,185431.1 

17.1,165.0 



5%, 95% 

572.7,228943.1 

17.1,346.0 


5370.5, 117580.7 

17.1, 116.9 



# of BLQ/ALQ Values 

0/0 

m 


0/0 

0/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

60035.2,40306.3 

134.2,50,9 


64490,8,44818.9 

34.0.27.3 



SD, SE 

49085.70,11569.61 

266.95,48.74 


54125.48, 9721.22 

28.17,4.76 



MEDIAN 

52177.3 

31.1 


48192.8 

18.7 



MIN, MAX 

515.0, 226784.6 

17.1,1079.8 


3118.8, 251547.8 

17.1,128.5 



5%, 95% 

515_0 7 2267S4.6 

17.1,1035.9 


10010,5, 175038.6 

17.1,112.3 



# nf BLQ/ALQ Values 

0/0 

m 


0/0 

0/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

49871.4, 330192 

68.0,39.3 


55723.8,43002.5 

27.0,23.0 



SD, SE 

34676.82, 8410.36 

116.6S, 21.30 


37781.03,7015.76 

21.14,3.57 



MEDIAN 

42119,1 

28.9 


47640.2 

17.1 



MTN, MAX 

434.6 7 124561.5 

17.1,545.0 


5563.3, 161187.4 

17.1,123.5 



5%, 95% 

434.6,124561.5 

17.1,165.5 


9591.0,129203.3 

17.1,60.8 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall' 

N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

56060.6,39267.7 

98.4,50.7 


55858.9, 41079.3 

30,9, 26.1 



SD, SE 

38284.09, 9023.65 

145.62,25.59 


40793.59,7211.36 

22.81,3.86 



MEDIAN 

50201.9 

38.5 


43613.1 

23.5 



MIN. MAX 

507.4, 175714.8 

17,1,555.8 


3166,9, 177780.1 

17.1,110.3 



5%, 95% 

507.4,175714.8 

173,482.6 


8324,0,129505.1 

17.1,100.4 



R P-vatue from Wllcoxon rank-sum test. 

* Overall values calculated by firat averaging the rcoults serosa visit* within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234*wiH be used as ‘I J234 4 ) for the averages across visits within a subject thua eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

(Page 76 of 264) 


Biotnarker; Sum of Nicotine and Nicotine metabolites ((nmoI/Lycigareae per day) 

Analytical Lat>: Harrotate 








Male 



Female 


Trmepoim 

Statistic 

Smokers 

Noa-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-vahis* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

514,95% 

U (if BLQ/ALQ Values 

18 

3719.4,2814.8 

2646.88,623.88 

2775.4 

190.9,10706,3 

190.9,107063 

0/0 


NA 

32 

3348.5,2647.4 

2238.89,395.78 

2862.3 

409.3, 8724.4 

879.4, 8428.7 
ora 


NA 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

18 

50893,3192.6 

5932.77,1398.37 

3945.9 

171.7,26435.0 

171.7, 26435.0 

043 


NA 

31 

4614.6,3655.0 

3421.37, 614.50 

3777.3 

1348.0, 13709.5 

1418.0,13281.7 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

4966.7,3105.8 

584025, 1416.47 

3429.6 

144.9,24912.3 

144,9, 24912.3 

m 


NA 

29 

3786.2,3111.0 

2456.81,456.22 

2949.8 

971J. 11279.6 
1390.8,7008.1 

0/0 


NA 

Overall’ 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MTN, MAX 

5%, 95% 

18 

4572.0, 3243.8 

4155 78, 979.53 

3739.5 

169.2, 19091,7 

169.2, 19091.7 


NA 

32 

3924.8,3231.9 

2526.51,446.63 

3502.5 

1247.0, 11237.8 
1248.9,9143.4 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question A of the weekly survey for the corresponding week. 

* P-Ytlue from Wilcox on rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BI.Q/AT.Q values does not apply as the Ri.Q/A f-0 values were convened tc the limrt 
of the quantification {e.g., ^1.234* will be used aa *\ .234’) for the averages across vista within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biorrarkers of Exposure by Timepoint and Overall 

(Page 77 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (mg/L) Analytical Lab; Harrogate 




Male 



Female 


Tiinepoinl Statistic 

Smokers 

Non-Smokerc 

P-value" 

Smokers 

Ncm-Smokcrs 

p-value" 

Week 1 N 

18 

30 

<0001 

32 

35 

<.000! 

MEAN, OEO MEAN 

9.2,5.8 

0.0, NA 


8.4, 5.6 

0.0, NA 


SD.SE 

8.61,2.03 

0.03,0,00 


6.57,1.16 

0.00,0.00 


MEDIAN 

6.4 

0.0 


6.6 

0.0 


MIN, MAX 

0.1,37.1 

0.0,0.1 


0.1,30.1 

0.0,0.0 


5%, 95% 

0.1,37.1 

0 . 0 , 0 .) 


Q.9,19.1 

0.0,0.0 


# of BLQ/ALQ Values 

0/0 

m 


0/0 

OT> 


Week 2 N 

18 

30 

<.0001 

31 

35 

<.0001 

MEAN, GEO MEAN 

9.8,6.6 

0.0, NA 


10.5,7.3 

0.0, NA 


SD.SE 

7.96,1.88 

0.05,0.01 


8.78,1.58 

0.00,0.00 


MEDIAN 

8.5 

0.0 


7.8 

0.0 


MIN, MAX 

0.1,36.8 

0.0, 0.2 


0.5, 40.8 

0.0,0.0 


5%, 95% 

0.1,36.8 

0.0, 0.2 


1.6,28.4 

0.0,0.0 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 N 

17 

30 

<.0001 

29 

35 

<0001 

MEAN, GEO MEAN 

8.1,5.5 

0.0, NA 


9.0,7.0 

0.0, NA 


SD, SE 

5.6 3 t 136 

0.02,0.00 


6.12,1.14 

0.00, 0.00 


MEDIAN 

6.8 

0.0 


7,7 

0.0 


MIN, MAX 

0.1,20.2 

00,0.1 


0.9,26.1 

0.0. 0.0 


5%, 95% 

0,1,20.2 

0.0,0.0 


1.6,21.0 

0.0,0,0 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall' N 

18 

30 

<.0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

9.1, 6.5 

0.0, NA 


9.1,6.7 

0.0, NA 


SD, SE 

621, 1.46 

0.03,0.01 


6.62,1.17 

0.00, 0.00 


MEDIAN 

8.2 

0.0 


7.1 

0.0 


MIN, MAX 

0.1,28.5 

0.0,0.1 


0.5,28.8 

0.0,0.0 


5%, 95% 

0.1,28,5 

0.0,0.1 


1.4,21.0 

0.0,0.0 



* P-valuc from Wilctjxon rank-sum test 

* Overall value* calculated by flrat averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’will be- used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

{Page 78 of264) 


Biomarker: Sum of Nicotirie add Nitotine metabolites ((mtt/LVcisa retie per day) 

Analytical Lab: Hanuiate 





Timcpoint 



Male 



Female 


Statistic 

Snooker* 

Non-Smoke its 

P-Yabte* 

Smokers 

Non-Smokers 

P-viIuc" 

Week I 

N 

IS 


NA 

.32 


NA 


MEAN, GEO MEAN 

0.6, NA 



0.5,0.4 




SD.SE 

0.43,0,10 



0.36,0.06 




MEDIAN 

0.5 



0.5 




MIN, MAX 

0.0, !,? 



0.1,1.4 




5%, 95% 

0.0, 1.7 



0.1, 1.4 




tf of BLQ/ALQ Values 

IV0 



cw> 



Week 2 

N 

IS 


NA 

31 


NA 


MEAN, GEO MEAN 

0.8, NA 



0.7,0.6 




SD, SE 

0.97,0/23 



0.56,0.10 




MEDIAN 

0,7 



0.6 




MIN, MAX 

0.0,4.3 



0.2,2.2 




5%, 95% 

0 0,4-3 



022,2.2 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

0.8, NA 



0.6, 0.5 




SD, SE 

0.94,0.23 



0.39,0.07 




MEDIAN 

0.5 



05 




MIN, MAX 

0.0,4.0 



0.2, 1.8 




5%, 95% 

0.0,4.0 



0.2. 1.1 




#of BLQ/ALQ Values 

0/0 



0/0 



Overall’ 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.7, NA 



0.6,05 




SD, SE 

0.57, 0.16 



0.41,0.07 




MEDIAN 

0.7 



0.6 




MIN, MAX 

0,0, 3,1 



02,1.8 




5%, 95% 

0.0, 3.1 



D.2,1.5 




NOTE: Values listed were normalized by taktng the original blomarker and dividing It by the number of cigarettes found in question 4 of rhe weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall vahjw calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ valuea does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234’will be used as T .234’) fbr the averages across visits within a subject this eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 


Biomaiker; Total 3-hydroxycotinine (ug/24hr) 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinl and Overall 

(Page 79 of 2641 

Analytical Lab: Harrogate 





Male 



Female 


Timepcim 

Statistic 

Smokers 

Non-Smokers 

P-vahie* 

Smokers 

Non-Smokers 

P-value* 

Week! 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

# of BLQ/ALQ Values 

18 

8481.670,5058.786 

7495.7959,1766.7760 

7795.655 

80.370,31233.615 

80.370,31233.615 

0/0 

30 

12639, 5.259 
19.7909,3.6133 

3.555 

0.950, 84.568 

1.030, 59.985 

8/0 

<0001 

32 

7465.196,5530.506 

5073.8646,896.9410 

7094.738 

185.625,21231.840 
1264.620,17386.180 

0/0 

35 

4.663, 3,147 

5.5203,0.9331 

2.800 

0.800,25.920 

1.140, 19.728 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

594,95% 

# of BLQ/ALQ Values 

18 

7771.087,5070.702 

52172058,1229,7072 

7298.235 

48.420, 20994.570 

48.420, 20994.570 

0/0 

30 

18.479,6.526 
36.8337,6.7249 

3.674 

1.000, 191.422 

1.023, 74.670 

2/0 

<.0001 

31 

9033.252,6974.017 
5553.5372,997.4447 
8284.165 

504,248, 22147,192 
1171.885,19677.560 

0,0 

35 

5.648,3.680 

6.3066, UX>6fl 

2.795 

1.050,24,208 

12240, 23.013 

13/0 

<.0001 

Week} 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5 %, 95% 

# of BLQ/ALQ Values 

17 

8564.710,4903.589 

7430.9813,1802.2777 

6563.699 

523295, 27454.900 

52.295,27454,900 

0/0 

30 

12223, 5.533 
20,2196,3.6916 

3.665 

1.430, 89.830 

1.720, 55.313 

7/0 

C.OOOI 

29 

8436.228, 6644.598 
5351,4056,993.7311 
7278.863 

12581*0, 19074.831 
1308.324, 17880.045 

0® 

35 

4361,3.162 

4,4083, 0.7451 

2.870 

1.068,21.6*8 

1.089.14.840 

18/0 

<.0001 

Overall' 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

8308.200, 5267.651 

6258.3618, 1475.1100 

6771.081 

60.362.23472.750 

60.362, 23472.750 

30 

14.447, 6.474 
22.2395,4.0604 

5.076 

1.318, 97.065 

1.374,66.991 

<.0001 

32 

8107.255, 6415.476 
5035.7608,890.2051 

7035 315 

666.066,20817.954 
1386.126,16456.732 

35 

4.891,3.558 

4.5939,0,7765 

2 *83 

1.067,20.305 

1303, 18.212 

<.0001 


■ P-yalua from Wjlcoxw rank-sum test. 

" Overall values calculated by first averaging tire results across visits within » subject, then calculating the descriptive statistics across subjects. Count ofDLQ/ALQ values does not apply as the □LQi'ALQ values were converted to the limit 
of the quantification (e.g.,'<1.234'will be used aa'l^d 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 2-2 

Sxatisttical Comparison Between Smokers and Non-Smokers by Gentler of24-Hour Urine Biomarkera of Exposure hy Timepoint and Overall 

(Page 80 of 2641 


Biomatker: Total 3-hyiltoxycotiiiijie lnmuL24hr) Analytical Lab: Harrogate 


Timepoint 

Statistic 


Male 



Female 


Smokers 

Mon-Smokers 

E-valuc* 

Smokers 

Non-Smokers 


Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 
5*4,95% 

# of BLQ/ALQ Values 

18 

44130,128,26320.861 
39000,6263,9192.5358 
40560.793 

418.165, 162508.499 

418.165, 162508.499 

0/0 

30 

65.762,27 363 

102.9721,18.8001 

18.497 

4.943,440.007 

5.359,312.102 

Ml 

<.0001 

32 

38841.414.28775.223 
253993178,4666.7842 
36913.920 

965.807, 110469.264 
6579.818, 90460 295 

o/o 

35 

24.263,16.373 

28.7220, 4.8549 

14,568 

4.162,134.862 

5.931,102.645 

15/0 

<,0001 

Week! 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MTN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

IS 

40432.968,26382.858 
27145.1218,6398.1666 
37972.717 

251.929. 109234.748 

251.929. 109234,748 

CTO 

30 

96.1+4,33.953 

191.6461, 34.9896 

39.113 

5203,995.969 
5323,388.508 

2/0 

<.0001 

31 

47000.013,36285.812 
28S95.0539,5189.7049 
43102.510 

2623.602,115231.840 
6097.318, 102382.345 

0/0 

35 

29.385, 19,145 

32.8133,5.5465 

14.542 

5.463, 125.954 

6.452, 119.737 

13/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

If of BLQ/ALQ Values 

17 

44562.185,25513,374 

38663.3961,93772509 

34150 926 

272.091, 142847,845 

272.091, 142847.845 

0/0 

30 

63.595,28.790 

105.2024,19.2072 

19,069 

7.440.467.385 

8.949,287.794 

7/0 

<.0001 

29 

43893.696, 34571.846 
27843.3632,5170.3827 
37871.924 

6546,311.99246.346 
6807,210. 93029.874 

0/0 

35 

22,692, 16.452 

22.9362, 3.8769 

14.933 

5.557, 112.843 

5.666. 77.213 

18/0 

<0001 

Overall* 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MfN, MAX 

5%. 95% 

18 

43227.562, 27407.581 
32562.2568, 7674.997.5 
34969.785 

314.062, 122128.717 

314.062, 122128.717 

30 

75.167, 33.685 

115 7120,21,1260 

26.410 

6.859, 505.029 
7.151,348.552 

<0001 

32 

42182.049, 33379.721 
26201.0636, 4631.7375 

36604 744 

3465.540,108315.817 
7212.012,85624.375 

35 

25.447, 18.511 
23.9026,4.0403 

15.002 

5.550, 105.649 

6.778,94.757 

<.0001 

P-value from Wilcoxon rank-aum test 


■ Overall values calculated by first averagtafi the results acmes visits within a subject, then calculating the descriptive statistics tcrosa subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values wore converted to the limit 
of the quantification («.g., *<1.234’will be used as T.2.343 for the averages acros* visits within a subject thus eliminating all BLQ/ALQ values fortt» overall statistics. 
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Covance CRU Study No. 12226-8450 



Tahle 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 81 of 264) 


Biomarker Total 3-hvdraxycoiinine ((tig,'241irycicareue ner day) 

Analytical Lab: Harroaatc 








Mate 



Female 


Timepoint 

Statistic 

Smokers 

Norc-Smckera 

P-valuc* 

Smokcn 

Non-Smokers 


Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 05% 

tf of BLQ/ALQ Values 

18 

518293,398.647 
265.0141,62.4644 
497.403 

26.790,1041.121 
26.790,1041121 

0/0 


NA 

32 

514.451,418.780 

361.5090,63.9064 

411.498 

92.813, 1738.618 

148.548, 1220.408 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

Median 

MIN, MAX 

5%. 95% 

# Of BLQ/ALQ Values 

18 

©2 3 78,401.643 
761,0430,1793796 
500.314 

16.140,3571.898 

16.140,3571.898 

0/0 


NA 

31 

674.091,568.729 
426.5924, 76.6183 

535339 

226.150, 1837.330 
234377, I632.SI0 

ora 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MfN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

686-349, 461.222 
480.7707, 116.6040 
606335 

17.432,1676.349 
17.432,1676349 

ora 


NA 

29 

537.154,480.698 

277.6903,513658 

478.038 

222.522, 1418.901 

224.937, 10*9,147 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

608.687, 437.008 
432.0203,101.8282 
539.388 

20.121,2030.196 

20.121,2030.196 


NA 

32 

5771776, 504.000 
325.0893, 57.6450 

481.105 

199.073,1516.938 

215.772, 1303,658 


NA 


NOTE: Values listed wens normalized by taking the original biomaiker and dividing It by (he number of cigarettes found in qoestron4 of the weekly survey for the corresponding week. 
" P-value from Wilooxon rank-sum test. 


' Overall values calculated by first averaging the results across viltts within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as '1.234') for tha averages across visits within a subject thus eliminating all BLQ/ALQ value* for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 82 of 254) 


Binmsrker: Total 3-hvdroxvcotimne ((nmol/24brVciaarette per day) 

Analytical Lab: Harrogate 







Male 


Female 


Statistic 

Smokers 

Non-Smokers 

P-vatue* 

Smoker* Nciv^tnokcr* 

P-value" 

Week I 

N 

IS 


NA 

32 

NA 


MEAN. GEO MEAN 

2595-680,2074.160 



2676.690, 2178.910 



SD.SE 

1378.8686, 325,0025 



1880.9313,332.5048 



MEDIAN 

2587.989 



2141.025 



MIN, MAX 

139.388,5416.950 



482,904,90464)30 



5% 95% 

1393 88, 5416.950 



772.896.6349.783 



ff of BLQ/ALQ Values 

0/0 



0/0 


Week 2 

N 

18 


NA 

31 

NA 


MEAN, GEO MEAN 

3290362, 2089.748 



3507296,2959.098 



SD, SE 

3959.7063,933.3117 



2219,5603,398.6448 



MEDIAN 

2603,135 



2785.367 



MIN, MAX 

83.976, 18584,583 



1176.658,9559.628 



5%, 95% 

83.976, 18584 583 



1219.464,8493.950 



# of BLQ/ALQ Values 

0/0 



(W 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

3571.073, 2399.735 



2794.8 14, 2501.073 



SD.SE 

2501.4498,606.6907 



1444.8224,268.2968 



MEDIAN 

3154.763 



2487.232 



MIN. MAX 

90.697, 8722.043 



1157.784,7382.540 



5%. 95% 

90.697, 8722.043 



1170.349, 5666.830 



# of BLQ/ALQ Values 

0/0 



0/0 


Overall' 

N 

18 


NA 

32 

NA 


MEAN, OEQ MEAN 

3166.997,2273.752 



3006.169,2622.312 



SD, SE 

2247.8017, 529.8119 



1696.6422.299.9268 



MF.nrAN 

2806.435 



2503.186 



MIN, MAX 

104.687.10563.111 



1035.779,7891 630 



5%, 95% 

104.687,10563.111 



1122.662,6782.931 



' P-value from Wilctsson rank-sum test, 

1 Overall values calculated by first averaging tbe results across visits within a subject, then calculating the descriptive statistics across subjects. Carat of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the nmrt 
of the quantification '<) 234’wlll be used as 1.234:1 for the averages across visits wifliln a subject ihua diminatitlg al] BLQALQ value! for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biom&rkers of Exposure by Timepoint and Overall 

(Page 83 of2641 


Rinmarker: Total 3-hvdroxvcotinine 1 ue/tne Creatinine} Analytical Lab: Harrosaie 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Nun-Smukcis 

P-yatue* 

Snickers 

Non-Smokers 

P-vitac* 

Week 1 

N 

IS 

30 

<.0001 

32 

35 

<.0001 


MEAN. GEO MEAN 

5.847,3,827 

0,008. NA 


6.788,4.823 

0.004,0.003 



SD,S£ 

4,1160,0.9701 

0.0122,0.0022 


4.9747,0,8794 

0.0069,0.0012 



MEDIAN 

5.353 

0,002 


5.406 

0.002 



MIN, MAX 

0.076,15.997 

0.000,0.052 


0.154,18.383 

0.001,0.037 



5%, 95% 

0.076, 15.997 

0.001,0.042 


0.676, 18.231 

D,001,0.022 



# of BLQ/ALQ Values 

0/0 

8/0 


an 

154) 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<•0001 


MEAN, GEO MEAN 

5.688,3.726 

0.011, NA 


7.402,5.538 

0.005,0.003 



SD, SE 

4.0901,0.9640 

0.0217,0.0040 


5.3130,0.9542 

0.0060,0.0010 



MEDIAN 

4.759 

0.004 


5.898 

0.002 



MIN, MAX 

0.054, 15.619 

0.000, 0.099 


0.503, 20.024 

0.001,0.027 



5%, 95% 

0.054, 15.619 

0.001,0.071 


0.918, 18.908 

0.001,0.02! 



# of BLQ/ALQ Values 

043 

2/0 


0/0 

13/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

5.880, 3.539 

0-006,0.0® 


7.537, 5.667 

0.004, 0.003 



SD, SE 

4.7052,1.1412 

0,0104,0.0019 


5.6364, 1.0466 

0.0050, 0.0008 



MEDIAN 

5.037 

0.002 


4.992 

0.002 



MIN, MAX 

0.046, 17.626 

0.001.0.050 


1.148.23.294 

0.001,0.029 



5%. 95% 

0.046, 17.626 

0.001.0.026 


1.303, 17.524 

0.001,0.010 



# of BLQ/ALQ Values 

0/0 

m 


0/0 

18/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<■0001 


MEAN, GEO MEAN 

5.814, 3.797 

0.008,0.004 


7.186,5.455 

0.004, 0.003 



SD, SE 

4.1774, 0.9846 

0.0125,0.0023 


5.1148, 0.9042 

0.0053,0.0009 



MEDIAN 

4913 

0.003 


5,573 

0.002 



MIN, MAX 

0.059,16.414 

0.001,0.046 


0.653,20.195 

0.001,0.026 



5%, 95% 

0.059,16.414 

0.001,0.039 


0.914,17.186 

0.001,0.021 



* P-value from Wilcoxon rank-sum. test. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (c.g„ '<1.234' will be used as , 1.234 ( ) fbrthe averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 


I 
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RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 1422-2 

Statistical Comparison Between Smokers and Non-Smokers hy Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 84 of 264t 


Biomaikcr; Total 3-Hvdroxvcotinirte (rnnol/mg Creatinine) Analytical Lab: llan oeate 


-Mai?___ _Female 


Timepoint 

Statistic 

Sroolcers 

Non-Smoker* 

P-vahic* 

Smokers 

Non-Smokets 


Week 1 

N 

MEAN, GEO MEAN 

SD. SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

30,420,19.913 

21 4154, 5.0476 

27.849 

0.395,83.232 

0.395,83.232 

Ml 

30 

0.039, NA 
0.0638,0.0116 

0.010 

0.000,0.271 
0.005,0219 

820 

<0001 

32 

35.319,25.093 

25.8835,4.5756 

28.128 

0.801,95.647 

3.517,94.856 

0/0 

35 

0.023,0.014 

0.0358, D.0061 

0.010 

0.005,0.193 

0.005,0.114 

15/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, M.AX 

5%, 95% 

# of BLQ/ALQ Values 

18 

29.593,19.388 
21.2809.5.0160 

24.761 

0.281,81.266 

0.281,81.266 

0/0 

30 

0.059, NA 

0.1128, 0.0206 

0.019 

0.000,0.515 

0.005,0.369 

2/0 

<0001 

31 

38,511,28.813 

27.6433, 4.9649 

30.687 

2.617, 104,185 

4.776, 98.378 

0/0 

35 

0.025,0.015 

0.0314,0.0053 

0.010 

0.005, 0.140 

0.005,0.109 

13/0 

<0001 

Week 3 

N 

MEAN, QEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

# of BLQ/ALQ Values 

n 

30.593, 18,410 

244813, 5.9376 

26.208 

0239.91.708 

0239,91.708 

0/0 

30 

0.032,0,015 
0.0541,0.0099 

0.010 

0.005.0 260 

0.005, Q.I35 

7/0 

<000! 

29 

39214,29.486 

29.3260, 5.4457 

25.973 

5.973,121.199 
6.780,91.177 

0/0 

35 

0,021,0.014 

0.0262, 0.0044 

0.010 

0.005,0.151 

0.005,0 052 

18/0 

<0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

IS 

30.249, 19.747 

21.7351. 5.1230 

25.563 

0.305, 85.402 

0,305,85.402 

30 

0.043,0.020 

0.0652, 0.0119 

0.016 

0.003, 0241 

0.005,0,203 

<0001 

32 

37,388,28.380 

26.6119,4.7044 

28.996 

3.399, 105.075 

4.755, 89.417 

35 

0.023,0.016 

0.0275,0.0046 

0.012 

0.005. 0.135 

0.005,0.111 

<0001 


* P-value from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging the results acroee visits within a subject, then calculating the descriptive statistic, across subjecls, Count of EDQ/ALQ values dees noi apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., *<1.234’ will be used as *1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 85 of 264) 


Biomarkcr: Total 3-hydroxycotinine Upg/mfi Creatinineycifiarette per day) Analytical Lab: Harrogate 


Mate 


TimctwSnt 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Week 1 

N 

18 


NA 

32 


MEAN, GEO MEAN 

0.457,0.302 



0.457,0.365 


SD, SE 

0.5352,0.1261 



0.3435, 0.0607 


MEDIAN 

0.373 



0.377 


MIN, MAX 

0.021,2.536 



0.077, 1.823 


5%, 95% 

0.021,2.536 



0.161,1.054 


U of BI.Q/AT Q Value* 

n/n 



0/0 

Week 2 

N 

18 


NA 

31 


MEAN, GEO MEAN 

0.683, 0,295 



0.545, 0,452 


SD, SE 

1.5982, 03767 



0.3337, 0.0599 


MEDIAN 

0342 



0.479 


MIN, MAX 

0.01 S, 7.069 



0.139, 1 274 


5%, 95% 

0.018. 7.069 



0.171,1.211 


# of BLQ/ALQ Values 

0/0 



0/0 

Week 3 

N 

17 


NA 

29 


MEAN, GEO MEAN 

0.551,0333 



0.488, 0.410 


SD, SE 

0.6392, 0.1550 



0.3344,0.0621 


MEDIAN 

0.420 



0326 


MIN. MAX 

0.015, 2.859 



0.151, 1.709 


5%, 95% 

0.015, 2.859 



0.186,1,165 


# of BLQ/ALQ Values 

0/0 



0/0 

Overall’ 

N 

18 


NA 

32 


MEAN, GEO MEAN 

0.559, 0317 



0.5Q5, 0.428 


SD, SF. 

0.9084, 0.2141 



0.3106.0.0549 


MEDIAN 

0392 



0.435 


MIN, MAX 

0.019,4.155 



0.163,1.389 


5%, 95% 

0.019,4.155 



0.187, 1.346 


Female _ 

Non-Smokers_P-value" 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bkunariccr and dividing it by the number of cigarettes fourd in question 4 of tbs weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within, a adbject* then calculating the descriptive statistics across subjects. Count oFBLQ/ALX) values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.£., '<1.234' will be used as '1,234') fbr the averages acrott visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 86 of 264) 


Biwmrker: Tola! 3-hydroxycatinme ((nmol/mc CreatinmeycisareHe per day) 

Analytical Lab: HairoRale 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vaiuc* 

Smokers 

Non-Smokers 

P-VftllK* 

Week 1 

N 

IS 


NA 

32 


NA 


MEAN, GEO MEAN 

2.376,1 569 



2376,1.900 




SD, SE 

2.7S46,0.6563 



1.7873,0.3160 




MEDIAN 

1.940 



1.960 




MIN. MAX 

0.107,13.195 



0.401,9.486 




5%, 95% 

0.107,13.195 



0.B39, 5.486 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

3.552, 1-536 



2.S33,2350 




SD, SE 

8.3151, 1.9599 



1.7359,03118 




MEDIAN 

1.7S0 



2.490 




MIN, MAX 

0.094,36.780 



0.725,6.629 




5%, 95% 

0.094,36.780 



0.S90, 6.299 




# of BLQ/ALQ Values 

0/0 



D/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

2.865,1.732 



2538,2.133 




SD. SE 

3,3257, 0.8066 



1.7400,03231 




MEDIAN 

2.184 



1.695 




MIN, MAX 

0.080,14.876 



0 786, 8.891 




5%. 95% 

0.080,14.876 



0.969. 5.061 




#of BLQ/ALQ Values 

Q/0 



0/U 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

2.907, 1.649 



2.625, 2.227 




SD, SE 

4.7263, 1.1140 



1.6155, 0.2856 




MEDIAN 

2.037 



2.263 




MIN, MAX 

0.102,21.617 



0.850,7.227 




5%, 95% 

0.102,21.617 



0.974, 7.002 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value Trom Wilcox on rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’wii! be used as , !.234’> for the averages acrow visits within a subject thus eliminatrnfi all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 87 of 2641 


Biomarker: Total j-hydroxycotinine (ng/mL) Analytical Lab: Harrogate 


Timepoint 



Male 



Female 



Statistic 

Smoker* 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value' 


Week 1 

N 

18 

30 

<.0001 

32 

35 

<0001 



MEAN, GEO MEAN 

5422.5, 3090.8 

8.4, 3.6 


4520.5.3I5S.8 

2.7, 1.8 




SD,SE 

6007.04, 1415.87 

17.48, 3.19 


340688,60226 

3.64,0.62 




MEDIAN 

3942.6 

12 


3835.6 

1.1 




MIN, MAX 

57.0,26581.3 

1.0,96.1 


67.5,15165.6 

1.0,18.0 




5%, 95% 

57.0,26581.3 

1,0,21.5 


547.1, 12291,4 

1.0,14.4 




» of BLQ/ALQ Values 

0/0 

8'0 



15/0 



Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 



MEAN, GEO MEAN 

5759.2,3582.1 

13.2,42 


6105.6,4281.4 

3.0,2.0 




SD, SB 

5203.34, 1226.44 

3184, 5.81 


4702.90, 844.57 

3.77,0.64 




MEDIAN 

4781.9 

2.7 


4802.7 

1.3 




MIN, MAX 

53.8, 23327.3 

1.0,169.4 


276.3, 15335.0 

1.0,17.5 




5%, 95% 

53.8, 23327,3 

1.0,57.6 


968.5, 16284.7 

1.0,13.6 




# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

13/0 



Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 



MEAN, GEO MEAN 

4831.2, 29002 

6.8, 3.1 


51802, 3871.9 

2.2, 1.6 




SD, SE 

3990.41, 967.82 

12.95, 2.36 


4458.33,827.89 

2.40,0-41 




median 

4218.2 

2.5 


3922.3 

1.0 




MIN, MAX 

49 9, 14967.4 

1.0,69.1 


703.4,23404.7 

1.0,12,5 




5%. 95% 

49.9,14967.4 

1.0.21.9 


898.7, 11352.7 

1.0, 5.9 




# Of BLQ/ALQ Values 

0/0 

7/0 


05) 

18/0 



Overall" 

N 

IS 

30 

<0001 

32 

35 

<.0001 



MEAN, GEO MEAN 

5401.5,3535.5 

9.5,4.2 


5159.8,3843,3 

2.7,1.9 




SD, SE 

4129.77,973.40 

16.09,2.94 


3827.67,676.64 

2.76,0.47 




MEDIAN 

5004.8 

3.5 


3829.5 

1.3 




MIN, MAX 

53.6, 18644.1 

1.0,66.3 


349.1, 18285.0 

1.0. 12.3 




5%, 95% 

53.6,18644.1 

1.0,61.9 


835.5,11) 00.3 

1.0,11.3 




‘ P-vaiue ftom Wllcoxon rank-sum test. 

’ Overall values calculated by fiist averaging the result* across visits within a subject, then calculating the descriptive staiiatica across sutyeeB, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted K> the limit 
of tho quantification (eg., ’<1.234’will be used as ’1.234') for the averages across visits within a subject thug eliminating alt BLQ/ALQ values for the overall statistics. 
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Table 143 2-2 

Statistical Comparison Between Smokets and Non-Smokers by Genderof 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 88 of 264) 


Biomarken Total 3-hydroxycotinine (nmol/L) Analytical Lab: Harrogate 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Noti-Smokcra 

P-vahic* 

Smokets 

Nou'-Simckm 

P-value* 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

28213.3, 16081.4 

43,9, 18,6 


23520.0, 16435.2 

13.9.9.2 



SD,SE 

31254.64.7366.79 

90.93,16.60 


17726.02,3133.55 

18.94,320 



MEDIAN 

20513.4 

16.7 


19956.6 

5.7 



MiN, MAX 

296.6, 138305.1 

5.2,500.0 


351.2, 78906.6 

52, 93.7 



5%, 95% 

296.6, 138305.1 

52,111.9 


2846.6, 639522 

5.2, 74.9 



# of BLQ/ALQ Values 

m 

8/0 


070 

15/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

29965.1, 18637.5 

68.6,21.8 


31767.7, 22275.9 

15.9,10.3 



SD, SE 

27072,96,6381.16 

165.69,3025 


24469.20,4394.80 

19.64,3,32 



MEDIAN 

24880.2 

14.1 


24988.4 

6.8 



MIN, MAX 

279.9, 121371.9 

5.2,881.4 


1437.6,84991.0 

52,91.1 



5%, 95% 

279.9, 121371.9 

5.2,299.7 


5039.1,847293 

5.2,70.8 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

13/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

25136.6,15089.8 

35.6,16.4 


26952.4,20145.6 

11.6,8.4 



SD.SC 

20762.11,5035.55 

6736,12.30 


23196.68,4307.52 

12.50,2.11 



MEDIAN 

21947.3 

12.8 


20407.7 

52 



MIN. MAX 

259.6.77875.4 

5.2,359.5 


3659.8, 121774.7 

52, 65.0 



5%, 95% 

259.6,77875.4 

52,113.9 


4675.9. 59068.1 

52.35.9 



# pf BLQ/ALQ Values 

0/0 

7/0 


0/0 

18/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

28104,0,18394.8 

49.4,22.0 


26846.2, 199964 

13-8,9.9 



SD, SE 

21487.20, 5064.58 

83.69, 15.28 


1991537,3520.57 

14.36,2.43 



MEDIAN 

26040.0 

18.2 


19924.9 

6.8 



MIN, MAX 

278.7,97005.2 

5.2,344.8 


18! 6.2,95136.9 

52,64.0 



5%, 95% 

278.7,97005.2 

5.4,322.2 


4347.1,57754.9 

52,58.8 



1 P-vnliie Amn Wikoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, Iben calculating the descriptive statistics across subject*. Count of BUJ/ALQ values does not apply as the ELQ/ALQ values were con verted at the limit 
of the quantification (e.g., *<1.234'will be used as ’12234*) for the averages across visits within s subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bio markers of Exposure by Timepoint and Overall 

(Page $9 of 264) 


BiomaTker. Total 3-hydroxycotinine {(ng/mLytiftarette per day) _ Analytical Lab; Hairpaaie 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokera 

P-value" 

Smokers 

Nou-Smokers 

P-vahie* 

Week! 

N 

IS 


NA 

32 


NA 


MEAN. GEO MEAN 

356.1.243.6 



308.3,239.2 




SD.SE 

236.01, 55.63 



222.79,39.38 




MEDIAN 

306.9 



240.2 




MIN. MAX 

19.0, S86.1 



33.8,824.6 




5%, 95% 

19.0, 886.1 



67.7,794.9 




« of BLQ/ALQ Values 

0/0 



090 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

477.4,283.7 



449.6,349.1 




SD.SE 

543.13, 128.02 



366.34. 65.80 




MEDIAN 

367.5 



361.8 




MIN, MAX 

17.9, 2304.5 



113.1, 1898.5 




5%, 95% 

17.9,2304.5 



134.6,1113.5 




# of BLQ/ALQ Values 

ora 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

510.7, 272.S 



339.8,280.1 




SD.SB 

703.82, 170.70 



238.87,44.36 




MEDIAN 

319.2 



239.8 




MIN, MAX 

16.6,2993.5 



94.8, 1017.6 




5%, 95% 

16.6,2993 J 



1223,9502 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall' 

N 

18 


NA 

32 


NA 


MEAN, QEO MEAN 

439.2,290.4 



371.6, 300.9 




SD, SB 

451.41,99.33 



266.00,47.18 




MEDIAN 

379.5 



284.2 




MIN, MAX 

17.8, 1912.2 



104.8, 1253,8 




5%, 95% 

17.8. 1912.2 



118.2,924.4 




NOTE: Values listed were normalized by taking the original btomarker and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week. 

0 P-value from Wikxwon rank-sum test. 

' Overall vaiuce calculated by first averaging the results across visits within a subject, than calculating the descriptive statistics acrcss subjects. Count of BLQ/AIQ values doe* not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g, T *<1.234 'will he used as ’1.234} fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by GendeT of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 90 of 2641 


Biomarker Total 3-hydroxycotinine ({nmol/Lyciganstte per day) 

Analytical Lab: Harrogate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Nm-Smokers 

P-value 1 

Suckers 

Non-Smokers 

P-vslirc* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1748.6,1267.3 
1227,94,285.43 
1596.7 
98.9,4610.2 
98.9,4610.2 
(V0 


NA 

32 

1604.1. 1244.5 
1159.16,204.91 

1249.7 

175.6,4290.4 

352.3,4135.8 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

2484.1,1476.3 
2825.84, 566.06 
1912.0 

93.3,11990.1 

93.3,11990.1 

0/0 


NA 

31 

2339.4, 1816.6 

1906.12,342J5 

1882.5 

588.3,987S.0 

648.0, 5793.7 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tt of BLQ/ALQ Values 

17 

2657.0,1419.3 
3661.97, 888.16 
(661.0 

86.5, 15575.1 

86.5,15575.1 

0/0 


NA 

29 

1768.2,1457.4 

1242.87, 230.79 

1247.7 

493.0, 5294.6 
636.1.4943.7 

0/0 


NA 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2285.1,1511.3 
2192.66, 516.81 
1974.4 

92.9.9949.3 

92.9.9949.3 


NA 

32 

1933.4, 1565.3 
1388.68,245.49 

1478 7 

545.2, 6523.5 
614.7,4809.9 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found ill question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxcm rank-sum test. 

' Overall values calculated by ftrat averaging the results across visits within a subject, then calculatitig the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLOALQ values were converted to the limit 
of the quantification (e.g., *1 ,234’wit] be used as '1.2341 for the averages across viaita within a subject thus eliminating all BLQ/ALQ values fair the overall statistics. 


Final Draft: 25 March 2003 


Page 783 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006438022 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table I-1.2.2-2 

Statistical Comparison Between Smokers and Nan-Smokm by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 91 of 264} 


Biomarker: Tout Cotinine ( n6 /24)if) Analytical Lab: Harrogate 


Tirnepoint 



Male 



Fetmie 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokera 

Non-Smokers 


Week 1 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

SnfRl.Q/AIQ Values 

IS 

4697.127, 3151.036 
3405.8641,802.7703 
4337.910 

44.556,14394.338 

44.556,14394.338 

0/0 

30 

7373,3.378 

10.9875,2.0060 

1.985 

0.950,46.593 
1.030,31.240 

11/0 

<0001 

32 

4980328, 3583J251 
35102690,6205337 
4470.819 

100.100, 17099.775 
720.720, 10349.625 

0/0 

35 

3560,2.536 

4.1082,0.6944 

2.565 

0.570,20.150 

0.800, 16.174 

22/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

18 

4529.454, 3076.865 
2787.8435,657.1010 
4738.128 

25.650,11710.980 

25.650. 11710.980 

0/0 

30 

9.251,3.780 
17.8779,3.2540 

3.046 

0.625,95.190 

0.820,27.225 

12/0 

<0001 

31 

5307.500,4056.020 
34845950,625.8517 
5108.532 

240.900, 163525 93 
735.694, 14208.645 

0/0 

35 

3.933,2.847 
35793,0.6050 

2.480 

0.750, 13.755 

0.915, 12.760 

20/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

5082.502, 3029.686 
3857.0403,935,4697 

3803.840 

21.379,13322.126 
21.379,13322.126 

0/0 

30 

6.551,3.654 

9.7076, 1.7724 

2.654 

1.350,43.940 

1.430,33.930 

14/0 

<.0001 

29 

5097.602,4137.160 
2623.3481,487.1435 
5222565 

520.428, 10294,830 
7.56280, 9606.210 

0/0 

35 

3.155,2.484 

2.9360,0.4963 

2.395 

0.990, 15.268 

1.034, 11.925 

25/0 

<0001 

Overall “ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

4774.447, 3201346 
3149.1211, 742.2550 
4549385 

30.528, 13142.481 

30.528, 13142.481 

30 

7.72$, 3,939 
11.0103,2.0102 

2.795 

1.133,48.539 

1.193,30.177 

<0001 

32 

5005.216, 39055 27 
2989.8476, 528.5354 
5168.867 

287.143.12691.083 
834,401,10962.570 

35 

3549,2.768 

2.9976,0,5067 

2.632 

0.967, 11.705 

1.(67, 11541 

<0001 

‘ P-valve from Wilcox on rank-sum test. 


Overall values calculated by first averaging the results norma visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
nf the quantification (e.g., '<1.234' will be media T^34') for dw averages across visits within a (subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Conqjarison Between Smokers and Non-Smokers by Gender of 24-! lour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 92 of 264) 


Biomarksn Total Got mine lnmol/24hr) 

Analytical Lab: Hatrocsse 









Male 



Female 


Ttmcpomi 

Statistic 

Smokcn 

Nan-Smokers 

P-vabie* 

Smokers 

Non-Smokers 

P-value’ 

Week l 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

26656.198,17882.131 

19328,2899.4555.7216 

24617.640 

252.855, 81687.868 

252.855, 816S7.S6S 

090 

3D 

41.839,19.170 

623538,11.3842 

11265 

5.391,264.415 

5.845, 177287 

11/0 

<.0001 

32 

28263.359, 20334.948 
19920.7764,3521,5290 
25371.898 

568.068, 97041023 
4090.086,58734.122 

0/0 

35 

2Q2G2. 14390 
23,3141.3.9408 

14.556 

3235,114.351 
4.540,91.787 

22/0 

<000! 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

25704.650, 17461.209 
15821,0119,3729.0483 
26888.877 

145.564, 60459.812 

145.564, 66459.812 

m 

30 

52500,21.453 

101.4570,18.5234 

17 286 

3.547, 540203 

4.654, 154.502 

12/0 

<.0001 

31 

30120.061,23017.914 
19775.0765,3551.7086 
28990.919 
1367.108,92800.965 
4175.063, 80634.060 

0/0 

35 

22.322,16.155 
20.3127,3.4335 

14.074 

4.256,78.060 

5.193,72.413 

20/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

288434 96, 17193.472 
21888.7039,5308.7905 
21586.792 
121.326,75603.065 
121.326,75603.065 

0/0 

30 

37.175,20.737 

55.0906,10.0561 

15.062 

7.661,249,360 

8.115,192.553 

14/0 

<.0001 

29 

28928,891,23478.382 
14887.5004, 2764.5394 
29638.Q56 

2953.429,58423.160 

4291.889,54515.242 

0/0 

35 

17.902, 14.098 
16.6615,2.8163 

13.592 

5.618, 86.646 
5.868,67.674 

25/0 

<0001 

Overall' 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

27094.985, 18167.650 
17871.2622,4212.2960 

25817.193 
173.248,74583.582 
173.248,74583.582 

30 

43.838.22554 

62,4834,11,4079 

15.859 

6.432,275,461 

6.772, 171.255 

<.0001 

32 

28404.604,22163.866 
16967,3359, 2999 .4334 

7.9333 321 

1629.535, 72021.894 
4735,227, 622 [2.586 

35 

20.142, 15.706 
17.0113,2.8754 

14935 

5.486,66.424 
6,621,65.497 

<.0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across Yislta within a subject, lEieu calculating the descriptive statistic* reran subjects. Count of BLQ/ALQ values does not apply jsa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<t .234'will be used as ’1 -234’) for the avenges across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 93 of2641 


Biomarker Total Cotininc ({ug/24brVcigarciU; per day) Analytical Lab: Harrogate 

Male 



Female 


Thnepoml Statistic Smokers Non-Smokers 

P-vafue* 

Smokers 

N'on-Smokers 

P-value* 


Week 1 

N 

IS 

NA 

32 


MEAN, GEO MEAN 

317.798.248.311 


335.076,271.330 


SD, SE 

202.3497,47.6943 


284.6036,50.3113 


MEDIAN 

257.105 


2902369 


MIN, MAX 

14.852,761.880 


50,050, 1709.978 


5%, 95% 

14.852.761.880 


67.906, 608.801 


# of BLQ/ALQ Values 

(VO 


m 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

363.151,243.714 


401.127,330.767 


SD, SB 

406.4886, 95.8103 


316.2812,56.8058 


MEDIAN 

273.776 


299.705 


MIN, MAX 

8.550, 1900.378 


154.802,1578.738 


5%, 95% 

8.550,1900,378 


168.956, 1113.879 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

395.614, 284.965 


349.524,299.300 


SD, SE 

238.5764, 57.8875 


205.2411,38.1)23 


MEDIAN 

397.482 


266.882 


MIN, MAX 

7.126,918.949 


104.652,870.428 


5%, 95% 

7.126,918.949 


130.107,845.604 


# of BLQ/ALQ Valuei 

0/0 


tro 

Overall" 

N 

18 

NA 

32 


MEAN, GEO MEAN 

356.143,267.708 


360 842, 307.890 


SD. SE 

237.1620,55.8996 


244.4457,43.2123 


MEDIAN 

280.147 


273.036 


MIN, MAX 

10.176.1032382 


123.497,1378.107 


5%, 95% 

10,176. 1032.382 


140.352, 735.186 


NOTE: Values listed were normal teed by taking the original biennarker and dividing ft by the number of cigarettes found in question 4 of the weekly survey fbrthe corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<123# will he used as , J.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 


Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Genekr of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 94 of 264) 


Bioroarkcr: Total Colininc ((nmoI/24hrVcifiarette per day) Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 
554,95% 

#ofl31.Q/AI.QVn1i.ie> 

IS 

1803.502, 1409.164 
1148.3342,270.6650 
1459.071 

84.285, 4323.669 

84285, 4323.669 

(vn 


NA 

32 

1907.232,1539.798 
1615.1252,285.5165 
1647.840 

284.034,9704.122 

385.369,3454.948 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

2060.879,1383.077 
2306.8222, 543.7232 
1553.675 

48.521, 10784.643 

48.521, 10784.643 

0/0 


NA 

31 

2276.398,1877.105 

1794.8960.322.3728 

1700.826 

878.503, 8959340 
958.827,6321.264 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

tt of BLQ/ALQ Values 

17 

2245.111, 1617.182 
1354.4876,328.5115 
2255-712 
40,442,5215.035 
40.442,5215.035 

0/0 


NA 

29 

1983.549, 169S.525 
1164.7429,2162873 
1514.553 

593.900.4939.676 

738357,4798.800 

m 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE* 

MEDIAN 

MIN, MAX 

594,95% 

18 

2021.113, 1519.244 

1345.8940,317.2302 
1589.832 

57.749,5858.764 

57.749, 5858.764 


NA 

32 

2047.778,1747273 

1387 2286, 245 2297 
1549.477 

700,849,7820.754 
796.500,4172.178 


NA 


NOTE: Values listed were normalized by taking the original biomarkcT and dividing it by the number of cigarettes found in question 4 of the weekly survey (bribe correspoiaiing week, 

* P-valuc from Wilcox on rank-sum test. 

* Overall valueg calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (e.g., ^34’will be used as *1.234*) for the averages across visits within a subject thus eliminating aS BLQ/ALQ values for the overall statistics. 
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Table 14 . 2 . 2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoittf and Overall 

(Page 95 of 264) 


Bioroarker. Total Cotimne (tifi/mg Creatinine) Analytical Lab: Hanugaie 


Tbnepoinl 



Male 



Female 


Statistic 

Sinokera 

N cra-Smokers 

P“V»tuc' 

Smoker* 

Nou-S makers 

P-TSIUC* 

Week l 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

3.409,2.384 

0.005. NA 


4-265,3.125 

0.003.NA 



SD.SE 

2.1337,0.5029 

0.0074,0.0014 


2.5826,0.4565 

0.0036, 0.0006 



MEDIAN 

3.233 

0.001 


4284 

Q.0Q2 



MIN. MAX 

0.042, 8.403 

0.000,0.033 


0.083, 10.371 

0.000, 0.015 



5%, 95% 

0.042, S.403 

0.001,0021 


0.473. 8.958 

0.001,0.014 



ft of BLQ/ALQ Values 

0/0 

W0 


0® 

22/0 


Week 2 

N 

18 

30 

<.wxu 

31 

35 

<0001 


MEAN, GEO MEAN 

3_255,2,263 

0.007, NA 


4.176,3220 

0.003, 0.002 



SD, SE 

1.9738,0.46J2 

0,0164,0.0030 


2.7789.0.4991 

0.0031, 0.0005 



MEDIAN 

2.968 

G.0Q2 


3,723 

0.002 



MIN, MAX 

0.029,7.522 

0.000,0.091 


0.240, 12.831 

0.001, 0.015 



5%, 95% 

0.029,7522 

0.001,0.015 


0.636,9.853 

0.001, 0.009 



# of BLQ/ALQ Vahies 

0/0 

12/0 


00 

20/0 


Week 3 

N 

17 

30 

<.oooi 

29 

35 

<0001 


MEAN, GEO MEAN 

3.363,2.188 

0,004,0,002 


4.446,3.529 

0,003,0.002 



SD, SE 

2,1802,0.5288 

0.0054,0.0010 


2.7980,0.5196 

0.0035, 0.0006 



MEDIAN 

2.961 

0,002 


3.807 

0.002 



MIN, MAX 

0.019,7284 

0.001,0.025 


0.518, 11.859 

0.001,0.020 



5%. 95% 

0.019,7284 

0.001,01)19 


0.832,10.517 

0.001.0.008 



# of BLQ/ALQ Values 

on 

14/0 


0/0 

25/0 


Overall’ 

N 

18 

30 

<.QGG1 

32 

35 

<.0001 


MEAN, GEO MEAN 

3.344,2,331 

0.005,0.002 


4.291,3340 

0.003,0.002 



SD, SE 

2.0124,0.4743 

0,0083,0,0015 


2.6178,0.4628 

0.0030,0.0005 



MEDIAN 

3.191 

0.002 


3.974 

0.002 



MIN, MAX 

0.030,7.123 

0.001,0.042 


0.280, 10.694 

0.001.0.015 



5%, 95% 

0.030,7.123 

0.001,0.018 


0.733,8.923 

0.001,0.010 



8 P~value from Wilcox on rank-sum. test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the dcacriptiyo statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the average* acres* visit* within a subject thus elicnoating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 96 of 264) 


Biutnaiker: Total Cotinine (nmol/nttt Creatinine) Analytical Lab: Harrogate 

Timeroint 



Mftlc 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vatue* 

Smokers 

Non-Smokers 

P-value* 

Weckl 

N 

IS 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

19243. 13227 

0.026, NA 


24206,17.733 

0.018, NA 



SD, SE 

12.1086,2.8540 

0.0420.0.0077 


14.6561,2.5908 

0.0202,0.0034 



MEDIAN 

18.345 

0.006 


24.309 

0.011 



MIN, MAX 

0.238, 47.687 

0.000,0.187 


0.471, 5055 

0.000, 0.085 



314,95% 

0.238,47.687 

0.006,0.119 


2.684, 50.837 

0.006,0.079 



# of BLQ/ALQ Values 

0/0 

11/0 


0/0 

2210 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

18.530,12.843 

0.038, NA 


23.701,18-276 

0,019,0.014 



SD, SE 

112015,2.6402 

0,0932.0.0170 


15.7703, 2.8324 

0.0173,0.0029 



MEDIAN 

16.841 

0.009 


21.128 

0.011 



MIN, MAX 

0.165,42.687 

0.000,0.516 


1.362, 72.816 

0.006, 0,085 



5%, 95% 

D.165, 42.687 

0,006,0.085 


3.609, 55.916 

0.006,0.051 



#nf BLQ/ALQ Values 

0/0 

12/0 


0/0 

20/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

19,086, 12,417 

0.021.0.Q12 


25.199,20.024 

D.017,0.013 



SD, SE 

12.3729, 3.0009 

0.0306.0.0056 


15,8784, 2.94S5 

0.0196,0.0033 



MEDIAN 

16.804 

0.011 


21.605 

0.011 



MIN, MAX 

0.108,41.337 

0,006,0.142 


2.940, 67.300 

0.006. 0.114 



5%, 95% 

0.108,41.337 

Q.006,0.108 


4.722,59.684 

0.006,0.045 



# of BLQ/ALQ Values 

(VO 

1470 


(VO 

25/0 


Overall' 

N 

18 

30 

<,QOQ] 

32 

35 

<.0001 


MEAN, GEO MEAN 

18.974, 13.230 

0.028,0014 


24.354, 18.957 

0.018,0.014 



SD, SE 

11.4205,2.6918 

0.0475.0.0087 


14.8558, 2.6262 

0,0170,0.0029 



MEDIAN 

18.107 

0.010 


22.550 

0.011 



MIN. MAX 

0.170,40.425 

0.004,0,240 


1.591, 60.690 

0.004.0.085 



5%, 95% 

0.170,40.425 

0,004,0.104 


4.162, 50.636 

0.006,0.057 



* P-vslue from Wileoxoai rank-sum test. 

' Overall values calculated by first averaging the results across vlaiis within a subject, then calculating the descriptive statistics across subjects. Count of 13 LQ/ALQ values does not apply as the DLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1.234’will be used as ’1234 ■) for the averages acrosavlslta within a subject thus elimmating all BLQ/ALQ values for the overall statistics. 
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Tahle 14 2 .2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bioniarkers of Exposure by Timepoint and Overall 

(Page 97 of 264) 


Biomatkcr. 1'otal Cotinine |(uc/mfi CreatinineVcicarette per day) _ Analytical Lab: Harrogate 


Male__ _____ ________Female 


Thncpoint 

Statistic 

Smokcra 

Notv Smoker* 

P value* 

Smoker* 

Ncn-Smokera 

P-V»luc‘ 

Weekl 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.301,0.188 



0.281,0237 




SD, SE 

03833,0.0904 



0.1893,0.0335 




MEDIAN 

0,159 



0332 




MIN, MAX 

0.014. 1.681 



0,042, 1.037 




5%, 95% 

0.014, 1.681 



0.098, 0.690 




# of BLQ/ALQ Valtws 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

Q.384, Q. ISO 



0,313,0.263 




SD, SE 

0.8490. 0.2001 



0.2209, 0.0397 




MEDIAN 

0.178 



0J42 




MIN, MAX 

0.010,3.761 



0.113, 1.095 




5%, 95% 

0.010, 3.761 



0.123.0.716 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

0,294, 0,205 



0.316,0.255 




SD, SE 

03489, 0,0604 



02777,0.0516 




MEDIAN 

C.190 



0.233 




MIN, MAX 

0.006.1,089 



D.080.1.482 




5%, 95% 

0.006, 1.089 



0.120, 0.831 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall" 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0324,0,196 



0.308,0.253 




SD, SE 

0.4792,0.1129 



0.2129, 0.0376 




MEDIAN 

0.194 



0241 




MIN, MAX 

0.010,2.177 



0.104, 1205 




5%, 95% 

0.010,2.177 



0.111,0.584 




NOTE: Values listed were normalized by taking the original biomsrker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vaJuc from Wilcofcon rank-gum test. 

4 Overall value* calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subject. Count of BT-Q/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. '< l .234' will be used as *1 214 1 ) for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of 24-Honr Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 98of 264) 


Eiomarker; total Cotmine ((nmol/mg CreatinineVcigarette per day) 

Analytical Lat>: Harrogate 






Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-vnluc" 

Smokers 

‘Non-Smokers 

P-valtte’ 


Week l 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1.710,1.066 


1.597,1.343 


SD, SE 

2.1745,0.5125 


1.0751,0.1900 


MEDIAN 

0.903 


1.311 


MIN, MAX 

0,079,9.537 


0.236,5.886 


5%, 95% 

0.079,9.537 


0.555,3.918 


# of B LQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

IS 

NA 

31 


MEAN, GEO MEAN 

2.178,1.0I7 


1,775,1.490 


SD, SE 

4.8185, 1.1357 


1.2531,0.2251 


MEDIAN 

1.011 


1.374 


MTN, MAX 

0.055, 21.344 


0,639,6.213 


5%, 95% 

0.055,21.344 


0.700, 4.063 


# of BLQ/ALO Values 

(VO 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

1.668 1.168 


1.791,1.449 


SD, SE 

1.4125,0.3426 


1.5764, 0.2927 


MEDIAN 

1.129 


1.321 


MTN. MAX 

0.036, 6.180 


0.455.8.413 


5%, 95% 

0.036,6.180 


0.680, 4.718 


ft Of BLQ/ALQ Values 

0/0 


0/0 

Overall’ 

N 

18 

NA 

32 


MEAN,GEO MEAN 

1.837, 1.113 


1.747, 1.493 


SD, SE 

2.7193,0.6409 


1,20*1,0.2136 


MEDIAN 

1.101 


1.368 


MIN, MAX 

0.057. 12.354 


0.588, 6.837 


5%, 95% 

0.057,12.354 


0.628, 3.315 


NOTE; Values listed were normalized by taking the original biomariter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding woek. 

* P-valuc from Wilcoxcm rank-sum tea. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’will he used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Retween Smokers and Nnn-Smokers by Gender of 24-Hour Urine Biamarkera of Exposure by Timepoint and Overall 

(Page 99 of 264': 


BiomaAet: Total Coiiaiflc (oa/mX.) Analytical Lab: Harrogate 




Male 



Female 


Ttaettorat Statistic 

Smokers 

Non-Smokers 

P-valuc" 

Smokers 

Non-Smokers 

P'value J 

Week I N 

18 

30 

<.000! 

32 

35 

<0001 

MEAN, GEO MEAN 

3253.1,1925.2 

4.5,2.3 


3150.1,2046.6 

1.8.1.4 


SD, SB 

3277.32,772.47 

7.06, 129 


2736.60,483.77 

1.77,030 


MEDIAN 

1979.1 

1.5 


2234.6 

1.0 


MIN. MAX 

31.6,12250.5 

1.0, 35.5 


36.4,12610.5 

1.0,7.1 


5%, 95% 

31.6,12250.5 

1.0, 16.7 


348,7, 8279.7 

1.0,6.7 


# of BLQ/ALQ Values 

0/0 

11/0 


0/0 

2220 


Week 2 N 

18 

30 

<.0001 

31 

35 

<0001 

MEAN, GEO MEAN 

3373,5,2173.6 

52,2.4 


3802.3,2490.0 

1.9,13 


SD, SE 

2964.30,698.69 

7.93,1.45 


3672.50, 659.60 

1.52,026 


MEDIAN 

2387.9 

1.5 


2731.6 

1.0 


MIN, MAX 

28.5,13012.2 

1.0, 33.4 


132.0.18373.7 

1.0,5.6 


5%, 95% 

28.5, 13012-2 

1.0, 23.2 


503.9,9222.8 

1.0,5.5 


# of BLQ/ALQ Values 

(VO 

12/0 


0/0 

20/0 


Week 3 N 

17 

30 

<.0001 

29 

35 

<.0001 

MEAN, GEO MEAN 

2794.4,1791.9 

3.6,2.1 


3210.5,2410.8 

1.6, 1.3 


SD, SE 

1879.15,435.76 

6.18,1.13 


2211.83,410.73 

132, 0,26 


MEDIAN 

2377.4 

1.4 


2429.1 

1,0 


MIN, MAX 

20.4, 5701.3 

1.0, 33.8 


279,8,7919.1 

1.0, 8.8 


5%. 95% 

20.4.5701.3 

1.0. 11.7 


540.2. 7304.4 

1.0, 4.5 


# of BLQ/ALQ Value* 

043 

14/0 


0/0 

25/0 


Overall' N 

18 

30 

<•0001 

32 

35 

<•0001 

MEAN, GEO MEAN 

3167.0,2117.4 

4,4.2.5 


3306.6.2322.6 

1.8, 1.5 


SD, SE 

2358.10,555.81 

5.89,1.07 


2691.91,475.87 

1.40,0.24 


MEDIAN 

3091 3 

1.8 


2198.6 

IT 


MIN, MAX 

26.8,9891.3 

1.0,27.1 


149.4,12581.8 

1.0,6.9 


5%, 95% 

26.8,9891.3 

1.0,17,1 


464.3, 7394,7 

1.0, 5.5 



* P-vilue from Wllcoxon rank-sum teat. 

' Overall values calculated by fust averaging tbe resulla across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., <1234'will be used as 'I 2,347 for die averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438031 


RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers ami Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 100 of 264) 


Biotnarker Total Cotinine (nmol/L) Analytical Lab: Harrogate 


TirocDoiKt 



Male 



Female 


Statistic 

Smokers 

Non-Smokera 

P-value 1 

Smokers 

Non-Smokera 

P-value’ 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

18461.1,10925.4 

253,13.1 


17876.9, 11614.6 

10.4, 8.1 



SD, SE 

18598.78,4383.78 

40.09,7.32 


15530.19,2745.38 

10.06, 1.70 



MEDIAN 

N231.4 

8,3 


12681.1 

5.7 



MIN, MAX 

179.3,69521.6 

5.7,20 U 


206.6.71564,6 

5.7,40.3 



5%, 95% 

1793, 69521,6 

5.7, 94.8 


1978.9,46987.3 

5.7,38.0 



P of BLQ/ALQ Values 

(V0 

11/0 


0/0 

rm 


Week 2 

N 

18 

30 

<0001 

31 

35 

<•0001 


MEAN, GEQ MEAN 

19144.4,12334,9 

29.5,13.8 


21577.8,14130.7 

10.8, 8.7 



SD.SE 

16822.38, 3965.07 

44.99, 8.21 


20841.45,3743.24 

8.63,1.46 



MEDIAN 

13551.4 

8.5 


15501.8 

5.7 



MIN, MAX 

161.7,73844.2 

5.7,189.5 


749.1, 104270.7 

S.7,32.9 



5%, 95% 

161.7,73844.2 

5.7,131.7 


2859 6, 52339.4 

5.7,31.2 



# of BLQ/ALQ Vabes 

(V0 

12/0 


0/0 

20/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<0001 


MEAN, GEO MEAN 

15B58E, 10169.2 

20.6,11.8 


18219.8, 13681.3 

8.9,7.2 



SD, SE 

10664.18,2586.44 

35.06, 6.40 


12552.13,2330.87 

8.63, 1.46 



MEDIAN 

13491.7 

7.7 


13785.1 

5.7 



MIN. MAX 

115.8,32354.9 

5.7.191.8 


1587.9. 44940.9 

5.7,49.9 



5%. 95% 

1 15.8,32354.9 

5.7,66,4 


3065.6, 41452.5 

5.7,25.5 



* of BLQ/ALQ Values 

WO 

14/0 


0/0 

25 m 


Overall* 

N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

17972.4, 12017.3 

25.1, 14.2 


18765.0, 13180.7 

10.0,8.3 



sn, SE 

13382 22, 3154 22 

33,38, 6.09 


15276,63,2700.55 

7.89,1.33 



MEDIAN 

17543.0 

10.3 


12476.8 

6,3 



MIN, MAX 

152.3,56133.3 

5.7,153.5 


847.9, 71401.7 

5.7,39.0 



5%. 95% 

152.3,56133,3 

5.7, 97.2 


2634.7,41965.1 

5,7,31.0 



1 P-value from Wiicoxon rank-sum test, 

* Overall values calculated by first averaging the results across viaRs within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ vaiuos does not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ value* forthe overall statistics. 


Final Draft: 25 March 2003 


Page 793 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 




PM3006438032 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 101 of 264) 


Biomarker. Total Cotinine ((ng/mU/cigarette per day) _ Analytical Ub: Harrogate 


Timepomt 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-YlW 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

217.7,151.7 



203,7,155.0 




SD.SE 

198.77,46.85 



156.49,27.56 




MEDIAN 

130.3 



162.6 




MIN. MAX 

10.5,842,8 



18.2,698.0 




5%, 95% 

10.5,8418 



56.1,5732 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

266.3,1722 



270.0, 203.1 




SD,SE 

278.90,65.74 



224.22, 4027 




MEDIAN 

205.0 



191.9 




MIN, MAX 

9.5,1226.1 



55.3,956.8 




5%, 95% 

9.5, 1226.1 



57.9,918-7 




H of BLQ/ALQ Vabei 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

276.0, 168.6 



226.Q, 174,4 




SD.3E 

301.66,73.16 



174.19,32.35 




MEDIAN 

156.9 



181.7 




MW, MAX 

6.8,1140.3 



38.5,824.2 




5%, 95% 

6.8,1140.3 



61.5,527.9 




4 of BLQ/ALQ Values 

0/0 



C9D 



Overall’ 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

251.9, 175.2 



232.6, 182.4 




SD, SE 

217.21.51.70 



173.34, 30.64 




MEDIAN 

176.0 



191.7 




MIN. MAX 

8.9,885.7 



50.8, 826,3 




5%. 95% 

8.9,885.7 



58.7,647,5 




NOTE: Values listed were normaliml by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the wwkly survey for the corre^onding week. 

• P-value from Wilcox on rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. k: (.234' will be used as *1.234) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438033 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 2-2 

Statistical Comparison Between Smokers ami Non-Smokers by Gender of 24-Hour Urine Biomarketx of Exposure by Timepoint and Overall 

(Page 102 of 264) 


Rinmarker: Toial Cotinine ((runot/LVcinarette net davl Analytical Lab: Harrogate _________ ____ 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-vahK 1 

Smokers 

Non-Smoker* 

P-value’ 


Week 1 N 

18 

NA 

32 

NA 

MEAN, GEO MEAN 

1235.4. 861.0 


1156.2, 879.5 


SD.SE 

1128.04,265.88 


888.06,156.99 


MEDIAN 

739.1 


922.9 


MIN, MAX 

59.8,4782.9 


103.3,3960.9 


5%, 93% 

59.8,4782.9 


318.3,3252.9 


# of BLQ/ALQ Values 

0/0 


0/0 


Week 2 N 

18 

NA 

31 

NA 

MEAN, GEO MEAN 

1511.4,977,0 


15323,1152,4 


SD, SE 

1582.72,373.05 


1272.44,228.54 


MEDIAN 

1163.4 


1088.8 


MIN, MAX 

53.9, 6957.9 


313.8, 5429.9 


5%, 25% 

53.9, 6957.9 


328.4.5213 5 


ft of BLQ/ALQ Values 

0/0 


0/0 


Week 3 N 

17 

NA 

29 

NA 

MEAN, GEO MEAN 

I566.Q, 956.5 


1282.5, 989.8 


SD.SE 

1711.90,413-20 


988.55, 183.57 


MEDIAN 

890.5 


1031.3 


MIN. MAX 

38.6,6471.0 


218.3,4677.2 


S%, 95% 

38.6,6471.0 


349.2,2996.1 


# of BLQ/ALQ Values 

0/0 


0/0 


Overall' N 

18 

NA 

32 

NA 

MEAN, GEO MEAN 

1429.7, 994.6 


1319.8, 1035.0 


SD.SE 

1232.61,290.53 


983.7a 173.89 


MEDIAN 

998.8 


1088,0 


MIN, MAX 

50.8,5026.3 


288.3,4689.3 


5%, 95% 

50.8,5026.3 


333.1,3674.8 



NOTE: Values listed were normalized by (siting the original biomarker and dividing It by the number uf cigarettes ibund fit question 4 of the weekly survey ftwthe corresponding week. 


■ P-vatw fiom Wifcoxon rank-sum teat. , . .. . 

* Overall values calculated by first averaging tbe results across viaits within a subject, then calculating the descriptive statistics across subjects. Count ot BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limtt 
of the quantification (e.g., '<1.234'will be ns®d a» 7 234*) for the averages acros* visits within a subject thus eliminating all BLQ/ALQ values fbr the overall statistics. 
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PM3006438034 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2-2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

IPaec 103 of264) 


Biomarker. Total Nicotine (uE/24ftrt Analytical Lab: Harrocate 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Valuc3 

18 

2338.361.1614224 
1411.7402,332.7504 
2319.819 

22.137, 4893.750 
22.137,4893.750 

0/0 

30 

8.489.2.808 

19.1396, 3.4944 

2.018 

0330, 88.160 

0.650, 63.054 

15/0 

<.0001 

32 

2416.285.1539,707 
1963.9919,347.1580 
1879.747 

116.325,6337.875 

152361,6081.580 

0/0 

35 

2341.1.999 

1.5130,0/2558 

1.980 

0.570,7.776 

0.800,6.825 

28/0 

<.0001 

Week 2 

N 

MEAN, GBO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

554, 95% 

if ofBlTJ/ALQ Values 

18 

2363.200,1645.412 

1282.6174,302.3158 

2157.762 

10.710,4608.540 

10.710, 4608.540 

030 

30 

14.592,2.5B5 

63.1483, 11.5293 

1.680 

0.625, 348.555 

0.815, 14,926 

19/0 

<.0001 

31 

2590.040,1722.630 
21212380,380.9856 
2081.685 

150.672,9552.459 

192.780, 5988.015 

0/0 

35 

2.392, 2.059 
1.4247,0.2408 

2.160 

0.660, 7.128 
0.750,6.160 

31/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5% 95% 

9 of BLQ/ALQ Values 

17 

2835.837, 1478.693 
2590.2593,628.2302 
1851.270 
10.061,7734.320 
10.061,7734.320 

0/(1 

30 

3.438,2.468 

3.7706, 0.6885 

2.125 

D.750, 19.760 
0.750,8.410 

19/0 

<•0001 

29 

2679.758,2063.144 

1574.9807,292.4666 

2397.850 

95.2.32, 5749-170 

420.000,5508.024 

0/0 

35 

2.186,2,031 

0.8578,0.1450 

2050 

0.940, 4.740 

Q.990.3.948 

32/0 

<.0001 

Overall’ 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

IS 

2520.494,1688.989 
1535.5364.361.9294 

2404 250 
14.303,5334.185 
14.303,5334.185 

30 

8.840,3.003 

25.2248, 4.6054 

1.953 

0.977, 138.186 

1.057,32.968 

<■0001 

32 

2484.738, 1756.542 
1748,7958, 309.1463 
1934.386 
162.499,6909.321 
172,571,5294.825 

35 

2.306, 2,088 

1.0526, 0.1779 

2.150 

0.967,4.729 

0.980, 4.724 

<.0001 


* P-vaJue from Wilcox on rank-sum lest. 

* Overall values calculated by first averaging the insults across visits within a subject, then calculating die descriptive statistics acrcaw subjects. Count of BLQ/ALQ values does not apply as the D LQf ALQ values were con verted to the limit 
Dfthc quantification (e.g., ’<1.234' will be used as '1.234') For the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006438035 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 104 of 264) 


Btomariter: Total Nicotine inmol/24hr) 

Analytical Lab: 1 larrocaie 









Male 



female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

MEAN, GEO MEAN 

3D, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#cf BLO/ALQ Values 

IS 

144I5.OT5, 9051.696 
8703.3783,2051.4059 
14301.685 

136.475,30169.969 

136.475, 30169.969 

0/0 

30 

52.337.17.310 

117.9957,21-5430 

12.438 

3.267, 543.506 
4.007,388.728 

15/0 

<.0001 

32 

14896.396.9492293 
12108.0103.2140.4140 
11588.641 

717.144, 39072.999 
939.306, 37492.941 

0/0 

.35 

14.430, 12.327 

9.3280.1.5767 

12.207 

3.514, 47.939 

4.932,42.076 

28/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

4 of BLQ/ALQ Vahies 

18 

14569.128,10143.963 
7907.3354,1863.7771 

13302.603 

66.027,28411,649 

66.027,28411.649 

0/0 

30 

89.959,15.936 
389.3096,71.0779 

10257 

3.853,2148.842 

5.024, 92.019 

19/0 

<.0001 

31 

15967.596, 10620.017 
13077.4325,2348.7762 
12833.568 
928.893,58890.910 
1188.489, 36916.112 

0/0 

35 

14.746, 12.694 

8.7832,1.4846 

13.316 

4.069,43.944 

4.624, 37.976 

31/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

17482.938,9116.139 
15968.9487, 3873.0390 

11413.080 

62.026, 47682.083 

62.026.47682.083 

0/0 

30 

21.194,153216 

23.2470,422443 

13,101 

4.624,121.820 
4.624,51.848 

19/0 

<0001 

29 

16520,707, 12719.280 
9709.7562, 1803.0565 
14782.745 

587.105, 35443.633 
2589.300,33956.968 

0/0 

35 

13.478,12.521 
5.2886,0.8939 

12.638 

5.795,29.222 
6.103,24.339 

32/0 

<0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

15538.848, 10412.604 
9466.5815,2231.2947 
14828.367 
88.176,32885.249 

88.176, 32885249 

30 

54.496,18.515 

155.5111,28.3923 

12.042 

6.021,851.919 

6.514,203248 

<0001 

32 

15318.412, 10829.080 
10781.3264,1905.8873 
11925.487 

1001.806,42595.964 
1063.898, 32642.594 

35 

14.218, 12.873 

6.4895, 1.0969 

13 755 

5.960,29.152 

6.042,29.125 

<0001 


* P-vaJue from Wilcoxcm rank-sum test. 

* Overall values calculated by first averaging the results across vahs within a subject, then calculating ibe descriptive statistic* acixw* wtfgect*. Count of J3LQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c«g„ ’<1,234^11 be used as T .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438036 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 105 of 264) 


Biomaifter; Tulal Nicotine C<itu/24hrVciearette per day) Analytical Lab. Harrogate 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-YiluC* 

Smokers 

Non-Smokers 

P-vatuc 1 

Week! 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

* of BLQ/ALQ Values 

18 

177.936,127.206 
145.8632,34.3803 

145.363 

7.379.621.350 

7.379,621350 

0/0 


NA 

32 

148.100,116.589 
105.9746,18.7338 

125.143 

23.919.425.737 

36.547,416.448 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

240.351, 130.331 
416.7763, 982351 

143.851 

3.570, 1882.398 

3.570, 1882.398 

0/0 


NA 

31 

185397, 140.480 
153.8084,27.6248 

121.153 

38356, 665.335 

46.464, 569.535 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

#of BLQ/ALQ Values 

17 

192.733,139.084 
109.6650, 26.5977 

193.358 

3 354,430.271 
3.354.430.271 

CTO 


NA 

29 

181.786,149.257 
117.1479,21.7538 

147.533 

23.808,543.137 

54.794,411.403 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

202.894,142.171 
195.6765,46.1214 

151.135 

4.768,921.368 

4.768,921368 


NA 

32 

167,838,141,197 

105,6447,18.6755 

136221 

44,672,455.706 

61.653, 367.479 


NA 


NOTE: Values listed were normalized by raking the original bloirtarker and dividing ft by the number of cigarettes found in question 4 of the weekly survey for rhe corresponding week. 

* P-value from Wilcoxon rank-sum teat. 

* Overall values calculated by first averaging the results across visits within a wijject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ■<! . 234 ' will be used as '1.B4') fbr the averages aero® visits within a subject thus eliminating all B1.Q/ALQ values for the overall statistics. 
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PM3006438037 


# • I 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 2-2 

Statistical Comparison Between Stnokets and Non-Smokers by Gender of 24-Hour Urine Btomarkera of Exposure by Timepoint and Overall 

(Page 1 Ob of264) 


Biomaiken Total Nicotine (|nmol/24tir)/aearette per day) Analytical Lab: Harrogate 





Male 



Female 


Timerpoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokcra 

P-value“ 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5 %, 95 % 

# of BLQ/ALQ Values 

18 

1096.978,784.223 
8992469,211.9545 

896.160 

45.492, 3830.625 

45.492, 3830.625 

0/0 


NA 

32 

913,037,718.773 
653.3328,115.4940 

771.508 

147.462, 2624.666 

225.314, 2567.399 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5 %, 95% 

# of BLQ/ALQ Values 

18 

1481.766, 803.489 
2569.4250,605.6193 
886.840 

22.009, 11604.981 

22.009. 11604 981 

0/0 


NA 

31 

1142.970,866.060 
948.2285, 170.3069 

746.906 

237.698, 4101.790 
286.451,3511.183 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# nf BLQ/ALQ Values 

17 

1188.199, 857.444 
676.0857, 163.9749 
1192.052 

20.675,2652.624 
20.675,2652.624 

0/0 


NA 

29 

1120.711,920.166 
722.2170,134.1123 

909.538 

145.776, 3348.442 

337.807, 2536.296 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

1250.839, 876.478 
1206.3454,284.3383 
931.747 

29.392.5680.232 

29392.5680.232 


NA 

32 

1034.721,870.479 
651.2997, 115.1346 

839.799 

275.400, 2809,425 

380,087, 2265,509 


NA 


NOTE: Values listed were normalized by taking the original bioraarker and dividing h by tbe number of cigarettes found In question 4 of the weekly survey fbr the corresponding week. 

" P-vsIne frau Wilcoxon rank-sum lest. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1 234’will be used as , I_234’5 for the averages across visits wbhbi a subject thus eliminating all BLQ/ALQ values for the overall Batiatica. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-ilour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 107 of 264) 


Biomarker: Tola) Nicotine (ne/mc Creatinine) Analytical Lab: Harrocaie 


Tlmepoim 

- 


Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-valae’ 

Smokers 

Non-Smokers 

P-value’ 

Weak t 

N 

18 

30 

<,0001 

32 

35 

<0001 


MEAN. GEO MEAN 

1.996.1.221 

0.005. NA 


2.034,1.343 

0.002. NA 



SD, SE 

2.0759,0.4893 

0.0109, 0.0020 


1.5540,0.2747 

0.0018,0.0003 



MEDIAN 

1.526 

0.001 


1.792 

0,002 



MIN, MAX 

0.021,9.353 

0.000,0.044 


0.097,5,798 

0.000,0.011 



5%, 95% 

0.021,9.353 

0.000, 0.042 


0.100, 5,254 

0.001,0.005 



# of BLQ/ALQ Values 

0/0 

15/0 


0/0 

28/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

1.880,1-210 

0.013, NA 


2029,1368 

0.002, NA 



SD, SE 

1.6531,0.3896 

0.0605, 0,0110 


1.7171,0.3084 

0.0014,0.0002 



MEDIAN 

1.681 

0.001 


1.752 

0.002 



MIN, MAX 

0.012, 7.451 

0.000,0,333 


0-130,7.495 

0.000,0.007 



5%, 95% 

0.012,7.451 

0.000, 0.017 


0.144,6.431 

0.001,0.004 



H of BLQ/ALQ Values 

(V0 

19/0 


0/0 

31/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

1.814, 1.068 

0.002, NA 


2.267,1.760 

0.002,0,002 



SD, SE 

1.3903, 0.3372 

0.0021,0.0004 


1.3884,0.2578 

0.0011,0.0002 



MEDIAN 

1.555 

0.001 


2.175 

0.002 



MIN, MAX 

0.009,4.966 

Q.000,0.011 


0.095,5.794 

0.001,0.005 



5%. 95% 

0.009,4.966 

0.000,0.005 


0.494,5.392 

0.001,0.004 



# of BLQ/ALQ Values 

D/D 

19/0 


0/0 

32/0 


Overall* 

N 

18 

30 

<0001 

32 

35 

<■0001 


MEAN, GEO MEAN 

1.899, 1.237 

0.007, NA 


2.099,1.497 

0.002, NA 



SD, SE 

1.4598, 0.3441 

0.0228,0,0042 


1.4870,0.2629 

0.0012,0.0002 



MEDIAN 

1.741 

0.001 


1.849 

0.002 



MIN, MAX 

0.014, 6341 

0,000,0.126 


0.122,5.778 

0.000.0.006 



5%, 95% 

0.014, 6.341 

0.000,0.015 


0.156,5.620 

0.001,0.004 



’ P-value from Witamon rank-sum test. 

* Overall values calculated by iiret averaging the results across visits within a subject, (hen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g., '<1.234 will be used as ’1-234-') fra the averages across visits within a subject thus eliminating dl BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarken; of Exposure by Timepoint and Overall 

(Page 108 of 264) 


Biomarken Total Nicotine (mnol/rog Creatinine) Analytical Lab: Hairontfo 


Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 



Week 1 

N 

MEAN, GHO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

12307, 7.529 
12.7977,3.0165 

9.40* 

0.129, 57.661 

0.129, 57.661 

0/0 

30 

0.03 l,NA 
0.0670,0.0122 

0.006 

0,000, 0.271 

0.000, 0259 

15/0 

<.0001 

32 

12.540. S.279 

9.5803, 1.6936 

11.045 

0.598, 35.745 
0.617,32.391 

0/0 

35 

0.013. NA 
0.0110,0.0019 

0.012 

0.000,0.068 

0.006,0.031 

28/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# Of BLQ/ALQ Values 

18 

11.587, 7.457 
10.1915,2,4022 

10.361 

0.074, 45.935 

0.074.45.935 

CWJ 

30 

0.081, NA 

0.3729.0.0681 

0.006 

0.000,2.053 
0.000,0.105 

19/0 

<0001 

31 

12.509,8.432 

10.5861, 1.9013 

10.801 

0.801,46.207 

0.888, 39.647 

0/0 

35 

0.012, NA 

0.0086,0.0014 

0.012 

0.000, 0.043 

0.006, 0.025 

31/0 

<.0001 

Week3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

11.184,6.582 

8.5709, 2,0788 

9.587 

0.055,30.615 

0.055,30.615 

0/0 

30 

O.OII.NA 

0.0130,0.0024 

0.006 

0.000, 0.068 

0,000, 0,031 

19/0 

<0001 

29 

13.978, 10.849 

8.5594, 1.5894 

13.409 

0.586, 35.720 

3.046, 33.242 

0/0 

35 

0.012,0.011 

0.0067, 0.0011 

0.012 

0.006, 0.031 

0.006,0.025 

32/0 

<.0001 

Overall' 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

11.710,7.628 

8,9997,2.1212 

10.731 

0.086,39.094 

0.086, 39.094 

30 

0.041,0.011 

0,14/18. 0.0247 

0.008 

0.002,0.779 

0.002,0.094 

<0001 

32 

12.938,9.229 

9.1678, 1.6207 

11.396 

0.753,35.623 

0.960, 34,649 

35 

0.012,0.011 

3.0072, 0,00(2 

0.010 

0.002.0.037 

0.006,0.025 

<0001 


* P-value from Wilcoxon rank-sum teat. " " -- 

" Overall whies calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values dues not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g.. 'cI.23‘(’wiUbeusedas ’OW) for the average* acmw visit* within a subject thus eliminating nil BLQ/ALQ values for the ovsrall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 109 of 264} 


Biomariter; Toial Nicotine {(p&'nic CreatinineVciEarette per day) 

Analytical Ub: Harcoeate 






Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

Rvalue 1 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

18 

NA 

32 


MEAN. GEO MEAN 

0211,0.096 


0.122,0.102 


SD.SE 

0X228, 0.0997 


03)732,0.0129 


MEDIAN 

0.092 


0.104 


MIN, MAX 

0.007, 1.871 


0.028,0288 


5%, 95/a 

0.007, 1.871 


0.033,0.258 


fl of BLQ/ALQ Values 

0/0 


wo 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

0.302, 0.096 


0.144,0.111 


SD,SE 

0.8571,0.2020 


0.1077.0.0193 


MEDIAN 

0.089 


0.112 


MIN, MAX 

0.004, 3.726 


0.029,0.461 


514,95% 

0.004, 3.726 


0.033,0.375 


# of BLQ/ALQ Values 

0/0 


(VO 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.139, 0.1D1 


0.155,0.127 


SD.SE 

0,0991,0.0240 


0.1042, 0.0193 


MEDIAN 

0,113 


0.127 


MIN, MAX 

0.003,0.444 


0.024,0.484 


5%, 95% 

0.003,0.444 


0,047,0.393 


# of BLQ/ALQ Values 

0/0 


(VO 

Overall' 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.216,0.105 


0.141,0.120 


SD.SE 

0,4526, 0,1067 


0.0832,0.0147 


MEDIAN 

0.103 


0.117 


MIN. MAX 

0.005, 2,014 


0.031,0.401 


5%, 95% 

0.005,2.014 


0.044,0.296 


NOTH: Values listed were normalized by taking the original blomarkcr and dividing ft by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


* P-value from Wi too a Oil rank-aum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply at* the BLQ/ALQ values were converted to tire limit 
of fee quantifies!ion (e.g., '<[ .234' will be used as '1.2340 for foe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers ami Non-Smokere by Gender of 24-Hour Urine Biomarlters of Exposure by Timepoint and Overall 

(Page 110 of 264) 


Biomaiker: Total Nicotine (intn ol'mp CreatinineVcigarctte per day) Apalyiical Lab; Harm state _ 

_ _ _ _Male__Female 


Tlmepofot 

Statistic 

Smokers 

Non-Smokers 

P-value 8 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

4 of BLQ/AT-0 Values 

18 

1 GOO, 0.593 

2.6062, 0.6143 

0.568 

a043, 11.532 

0.043,11.532 

0/0 


NA 

32 

0.753,0.627 

0.4505,0.0796 

0.639 

0.175, 1.776 

0.206, 1.592 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 
median 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1.860, 0.591 

5,2830, 1.2452 

0.549 

0.025,22.968 

0.025,22.968 

0/0 


NA 

31 

0.8*7, 0.688 
0.6642,0.1193 

0.693 

0.178,2.844 

Q.205, 2.310 

0/0 


na 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

514,95V. 

# ofBLQ/ALQ Values 

17 

0,858, 0.618 
0.6107,0.148] 

0.694 

0.018,2,737 

Q.018,2.737 

04) 


NA 

29 

0.957,0.785 
0.6423,0.1193 

0.781 

0.147,2-983 

0287,2422 

04) 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

1.334, 0,646 
2.7891.0,6574 

0.634 

0.029,12.412 

0,029,12.412 


NA 

32 

0.867, 0.74! 

0.3133,0.0907 

0.718 

0.192,2.473 

0.273, 1.824 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing rt by [he number of cigarettes found ill question 4 of tbe weekly survey for the corresponding week. 

* P-vabe from Wllcoxon rank-sum test. 

’ Overall values calculated by first averaging tbe results across visits within a subject, then calculating tbe descriptive statistics across subjects. Count of BLQ/ALQ value* does not apply a* the BLQ/ALQ values were converted to the limit 
yf tfe quantification (e.g., x:l ,234’ will be used as ‘1.2243 fOTthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 111 of264) 


Biomaricer. Total Nicotine (nfi/ntL) Analytical Lab: Hamoealc 


Timepoin t 


Statistic 


Male 


Smokers 


Non-Smokers 


P-value' 


Female 


Smokers 


Non-Smokers 


P-value' 


Week 1 N 

18 

30 

MEAN, GEO MEAN 

1588.4,9862 

3.8, 1.9 

SD, SE 

1414.79,333.47 

6.34, 1.16 

MEDIAN 

1284.7 

1.0 

MIN, MAX 

15.7,5625.0 

1.0,232 

5%, 95% 

15.7,5625.0 

1.0,22.6 

# of BLQ/AI.Q Values 

0/0 

15/0 


32 

35 

1626.2, S79.4 

1.2, 1.1 

1794.81,317.28 

0,77,0.13 

850.1 

1.0 

423, 8096.4 

[.0,5.4 

88.4,5070.3 

1.0,2.1 

0/0 

28/0 


Week 2 N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%. 65% 

# of BLQ/ALQ Values 


IS 

1772.2,1162.4 
1309.S3.30S.73 
1350.6 

11.9. 5120.6 

11.9, SI 20.6 

m 


30 

S.9,1.7 
22.05,4.03 
1.0 

1.0,122.3 
1 . 0 , 6.8 
1943 


31 

35 

1807,8,1057.5 

12,1.1 

2129.81,382.53 

0.57,0.10 

1096.3 

1.0 

103.2, 10733.1 

1.0,3.6 

151.2,6116.5 

1.0, 2.8 

0/0 

31/0 


Week 3 N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# of BLQ/ALQ Values 


17 

1439.5. B74.6 
1095.85,265.78 
939.3 

9.6,3515.6 

9.6,3515.6 

m 


30 

1.9, 1.4 
2.69,0.49 
1.0 

1.0,15.2 
1.0,5.9 
19/0 


<. 000 ! 


29 

35 

1711.5, 1202.2 

U, 1.0 

1316.61,244.49 

020,0.03 

1317.5 

1.0 

51.2,4831.6 

1.0,2.1 

300.0,4652.5 

1.0, 1.4 

0/0 

32/0 


<.0001 


<0001 


<0001 


Overall' 

N 

18 

30 


MEAN, GEO MEAN 

1619.5, 1090.0 

3.9,1.9 


SD, SE 

1100.15,259.31 

8.86, (.62 


MEDIAN 

1178.2 

1.1 


MIN, MAX 

12.4,3783.9 

1.0,48.6 


5%, 95% 

12.4,3783.9 

1.0,13.0 


32 

35 

1662.2,1039.5 

1.1, u 

1630.41,288.22 

0.41.0,07 

1264,1 

1.0 

81.6,7887.0 

10,3,0 

163.9,4037.2 

10,2.0 


' P-value Awn Wilcoxon rank-sum test. - 

' Overall values calculated by first averaging the results across vista within a subject, then eakaiUting the descriptive statistics actum subjects. Count of BLQ/ALQ values does not apply u tta BLQ/ALQ values were converted to the limit 
of the quantification (eg., VI .234'will be u*ed as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft; 25 March 2003 


Page 804 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006438043 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14.2.2-2 

Statistical Contp&tiaou Between Smo kers and Non-Smokers by Gender of 24-1 lour Urine Bioma rkcra of Exposure by Timepoint and Overall 

(Page 112 of 264) 


Biomarker Total Nicotine fnniol/LJ Analytical Lab: HaiTOCate 

Tiitiepoirtt 



Male 



Fentab 


Statistic 

Smokers 

Non-Smokers 

P-vallK* 

Smokers 

Non-Smokers 

r-valw' 

Week 1 

N 

(8 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

97924, 6080.2 

23.7,11.8 


10025.6,5421.7 

7.5, 6.9 



SD.SE 

872219,2055.84 

39.08,7.14 


11064.98. 1956.03 

4.76,0.81 



MEDIAN 

7919.9 

62 


5240.6 

6.2 



MIN, MAX 

96.8,34678.1 

6.2,143.0 


260.8,49914,3 

62,33.3 



5%, 95% 

96.8,34678.1 

6.2,139.3 


545.0, 31258.4 

62, 12.9 



ff of BEQ/ALQ Vfllues 

0/0 

15/0 


0/0 

28/0 


Week 2 

N 

18 

30 

<0001 

31 

35 

<.0001 


mean, gho mean 

10925.7,71662 

36.1,10.3 


11145.3.6519.6 

7,3,6.8 



SD, SE 

8075,10,1903.32 

135.96,24.82 


13130.29,2358.27 

3.54,0.60 



MEDIAN 

8326A 

6 2 


6758.7 

62 



MIN, MAX 

73.4,31568.5 

62, 754.0 


6362, 66169.6 

62,22.2 



5%. 95% 

73.4,31568.5 

6.2,41.9 


932.1,37708.2 

6.2, 17.3 



# of BLQ/ALQ Values 

0/0 

19/0 


0/0 

31/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

8876,6, 5391.8 

11.8,8.7 


10551.6,7411.7 

6.5, 6.4 



SD, SE 

6755.88, 1638.54 

16.59,3-03 


8116.90, 1507.27 

122, 021 



MEDIAN 

5790.8 

62 


8122.4 

62 



MSN, MAX 

59.2, 21673.7 

6.2,93.7 


315.6, 29786.8 

6.2, 12.9 



5%, 95% 

59.2,21673.7 

62,36.4 


1849.5,28682,7 

62,8.6 



H of BLQ/ALQ Value* 

WO 

19/0 


0/0 

32/0 


Overall" 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

9984.2, 6720.3 

23.9,11.4 


10247.7, 6408.1 

7.1,6.8 



SD, SE 

6782.43, [598.63 

54.66,9.98 


10051.53, 1776.88 

2.48,0.42 



MEDIAN 

7263.5 

6,7 


7793.0 

6.2 



MIN, MAX 

76.5,23327,7 

6.2. 299.8 


502.8, 48623.6 

6.2,18.3 



5%, 95% 

76.5.23327.7 

6.2.79.9 


1010.2,24889.6 

62,12.5 



* P-value from Wilcoxon rank-sum test. 

• Overall values calculated by first averaging the results acres visits within »subject, then calculating tlw descriptive statistics across subjects. Count of tSLQ/ALQ values does ran apply as the BI.Q/ALQ values were converted to (he limit 
of the quantification (e.g., «].234’willbeiJseaas T .234') fbrtlte averages serosa visits within a subject thus elimlnatins all BLQ/AU3 v slues fbr the overall statistics. 
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Table 14.2.2-2 


Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure hy Tiniepoint and Overall 

(Page 113 of 264) 

Biomatker: Total Nicotine ({ng/mLVciRarette per day) Analytical Lab: Harrogate 




Mile 



Female 



Timepoint 

Statistic 

Smokers 

Non-Smokcra 

P-value* 

Smokers 

Non-Smokers 

P-value" 


Week 1 

N 

IS 


NA 

32 


NA 



MEAN, GEO MEAN 

119 3. 77.7 



95.4,66.6 





SD.SB 

116.33.27.42 



84.70,14.97 





MEDIAN 

90.0 



52.5 





MIN, MAX 

5.2,46S.S 



18.8,368.0 





5%, 95% 

5.2,468.8 



19.4,258.5 





II of BLQ/ALQ Values 

0/0 



0/0 




Week 2 

N 

18 


NA 

3! 


NA 



MEAN. GEO MEAN 

177.5,92.1 



120.5, 86.2 





SD,SE 

275.88,65.03 



116.80,20.98 





MEDIAN 

85.2 



77.8 





MIN, MAX 

4.0,1214.5 



24.4, 536.7 





5%, 95% 

4.0, 1214,5 



27.8,403 2 





# of BLQ/ALQ Values 

0/0 



0/0 




Week 3 

N 

17 


NA 

29 


NA 



MEAN, GEO MEAN 

120.6,82.3 



119.3, 87.0 





SD, SE 

109.06,26.45 



96.07, 17.84 





MEDIAN 

86.0 



89.5 





MIN. MAX 

3.2,464.9 



12.8,406.8 





5%, 95% 

3.2,464.9 



22.4. 322.1 





# of BLQ/ALQ Values 

0/0 



0/0 




Overall' 

N 

18 


NA 

32 


NA 



MEAN, GEO MEAN 

139,1,90.8 



109.0,832 





SD.SB 

151.24,35.65 



68.36, 15.62 





MEDIAN 

93.2 



77.2 





MIN, MAX 

4.1,667.7 



21.9,408.9 





5%, 95% 

4.1,667.7 



28.7,282.0 





NOTE: Values listed were normalized by taking the original bkmmrker and dividing it by the number of cigarettes found In question A of the weekly survey for the corresponding week. 

“ P-valuc from Wltooxon rank-sum lest. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of B LQ/ALQ values does not apply as the Et LQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< j .234’ will be u*ed as *1.234*) fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Beiween Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 114 of 264) 


Biomarker: Total Nicotine ((nmoi/Lycigarette per day) _ Analytical Lab: Harrogate 


Timepoint 



Male 


Female 


Statistic 

Smoker* 

Non-Smokera 

P-value* 

Smokers Non-Smokers 

P-value' 

Week 1 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

735.4,479 2 



588.2,410.6 



SD.SE 

717.14,169.93 



522.22, 92.32 



MEDIAN 

554.7 



323.3 



MIN, MAX 

32.3,2&S9.8 



115.8, 2268.8 



534, 95% 

32.3,2889.8 



119.9,1593.8 



» of BLQ/ALQ Values 

Ml 



0/0 


Week 2 

N 

18 


NA 

31 

NA 


MEAN, GEO MEAN 

1094.0, 567.7 



742.9,531.7 



SD, SE 

1700.73,400,87 



719.99, 129.31 



MEDIAN 

525.1 



479.8 



MIN, MAX 

24.5,7487.1 



150.5,33085 



5%. 95% 

24.5,7487.1 



171.5,2485.9 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

743.6,507.1 



735.5, 536.2 



SD,SE 

672,35, 163.07 



592.33, 109.99 



MEDIAN 

529.9 



551,5 



MIN. MAX 

19,7.2866.2 



78.9, 2508.2 



5%, 95% 

19.7,2866.2 



137.9. 1985.8 



# of BLQ/ALQ Values 

0/0 



0/0 


Overall" 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

857.2, 560.1 



671.7,513.0 



sn, xe 

932.33,210.75 



544.80,96.3! 



MEDIAN 

574.2 



475.5 



MIN. MAX 

25.5,4116.1 



134.7, 2521.0 



5%, 95% 

25.5,4116.1 



176.9, 1738.6 



NOTE: Values listed were normalized by taking the original biomarker and dividing It by the number of cigarettes ibund in question 4 of the weekly survey for the corresponding week. 
* P-vatue from Wilcoxon rank-aura test. 


' Overall values calculated by first averaging the results across visits within a stitjeot, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234'will be used as 1,2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table M.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 115 of264) 


Bioimrken Trans-3-hYdroxvcoiiniiK Utg/24hr1 

Analytical Lab: HanoRate 








Male 



Female 


Timepoinc Statistic 

Smokers 

Nufi-Snx>kcri 

P-value 4 

Smokers 

Nou-Sriokers 

P-value* 


Week I 

N 

MEAN, QE0 MEAN 
SD,SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

5855.477,3547.473 
4830.8734,1138.6478 
5526.840 

42.441,20367.2] 5 
42.441,20367.215 

0/0 

30 

10J26,4.671 

15.7543,2.8763 

3,426 

0.950,67.936 
t.030.46.035 
m 

<0001 

31 

5682.9(58,4198.040 
4115.0914,727.4523 
5379.732 

143.550, 18150.580 
935.760, 15778245 

0/0 

35 

4.083,2.351 

4.7958,0.8108 

2.725 

0.855, 25.488 

0.880, 13.974 

1S/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

5893.470, 3777.184 
3983.1023,938.8262 

528 U45 

24.210, 16978.770 

24/210, 16978.770 

0/0 

30 

14.811,5.527 

29.3232,5.3537 

3.474 

0.875,152.550 

0.902.60.135 

3/0 

<0001 

31 

7035.350,5370.166 
4427.2664.795.1605 
6880.830 

400.405, 18154.368 
884.631, 15032.830 

0/0 

35 

4.484,3254 
4.3424.0.7340 

2.740 

0.750, 20.900 

1.240, 13.650 

14/0 

<.0001 

Week? 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

6143.545, 3478.247 
4990.3866, 1210.3465 
4755.716 

21.379, 15121480 

21.379.15121.480 
(VO 

30 

9.735,4.823 
15.6351,2.8546 

2.971 

1.430,72.800 

1.720.38.750 

8/0 

<0001 

29 

6185.922, 4948.812 
3791.4769,704.0596 
5478.480 

976.686. 13569.448 
1154.784, 13029.434 

0/0 

35 

3.750, 2.869 

32990, 0.5745 

2.726 

0.990, 16.830 

1.068,10.528 

22/0 

<•0001 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

5997.375,3797.211 
4284.2019,1009.7961 
5047.474 

29.343,17222.174 

29.343, 17222.174 

30 

11.624, 5.555 
17.7183,3.2349 

4.401 

1.277, 76.940 
1.374,56.114 

<0001 

32 

6148.123,4856.528 

3849.6451,580,5275 

5453.019 

506.880,16339.432 
991.725,12433240 

35 

4.106, 3207 

32261, 0.5622 

2.833 

1.038, 14.818 

1.276,13.701 

<.0001 


‘ P-value from Wilcoxon rank-aum test. 

* Overall values Cfticwlaled by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of I3LQ/ALQ values does trot apply as the BLQ/ALQ values were converted to the limit 
of the quantification {c.g., '<1.234' will bo used ae 1 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values For the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Btomarkets of Exposure by Timcpornt and Overall 

(Page 116 of 254) 


Biomarker: Trans-3-Itydroxycotinine fnmol/24hr) Analytical Lab: Harrogate 





Mate 



Ferrate 


Timepomt 

Statistic 

Smokers 

NothStnokers 

P-valuc* 

Smokers 

Non-Smokers 

P-value* 

Week! 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5% 95% 

ti ofRI.Q/ALQ Values 

IS 

30471.25], 18457.503 
25135.0345,59243844 
28736.149 

220.821,105970.620 

220.821,105970.620 

0/0 

30 

53.724,24.303 

81.9694, 14.9655 

17.826 

4.943,333,47) 

5.359,239.520 

7/0 

<.0001 

32 

29568.484,21842.404 

21410.8204,3784.9341 

27990.743 

746.891, 94437.468 
4868.759, 82094.209 

0/0 

35 

21.245,14.836 
24.9575,4.2186 

14.178 

4.449, 132.614 

4.579, 72.707 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

18 

30663.727,19652.694 
20724.0812,4884.7128 
27478.838 

125.965, 88340.540 

125.965, 88340.540 

0/0 

30 

77.063,28.756 

152.5686, 27.8551 

18.075 

4.553, 793.718 
4.693,312.882 

1/0 

<.0001 

31 

36604.924,27940.975 

23035.0670,4137.2202 

35800.958 

2083.307, 94457.177 
4602.735,78215.814 
(VO 

35 

23.328,16.930 
22.5937,3.8190 

14.256 

3.902, 108.790 
6.452,71,021 

14/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

17 

31964.866, 18097.321 
25964.9813,6297.4330 
24743.990 

111.235.78677.060 

111235, 78677.060 

0/0 

30 

50,652, 25.096 

81.3493, 14.8523 

15.459 

7.440,378.778 
8.949,201.616 

8/0 

<.0001 

29 

32190.555,25748.670 

19727,0541,3663 2220 
28504.531 

5081.697,70601.838 

6008.341,67792.145 

(VO 

35 

19.510, [4.927 

17.6850, 2.9893 

14.183 

5.151,87.566 

5.557, 54.777 

22/0 

<■0001 

Overall* 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

31204.341, 197.56,903 
22290.7028,5253.9690 

26314.03B 

152.674, 89606.973 

152.674, 89606.973 

30 

60.480, 28.902 

92.1883, 16.8312 

22.896 

6.643,400.319 

7.151,291.961 

<•0001 

32 

31988.685,25268.516 
20029.7032,3540,7847 
78372055 

2637298, 85014.065 
5159.945, 64690.148 

35 

21.361, 16.685 
17.3053,2.9251 

14.742 

5.402, 77.098 
6.639,71.284 

<.0001 


1 P-y&hK from Wltaixoii lank-sum tent. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistic* across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were oonverted to the limit 
of the quantification (e.g., <1 .234' will be used AS ’1.234’) for the averages across visits within a subject thui eliminating all BLQ/ALQ values for* the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers anti Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 117 of264) 


Biomatter: Trans-3-hydraxycotmine ([tiE/24hrVcicarette oerdav) 

Analytical Lab: Hanucate 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

366.392,279.55! 
186.9103,44.0552 
354.907 

14.147, 578.907 
14.147, 678.907 

04) 


NA 

32 

395.623,317.883 
304.7334, 53.8698 

304.496 

71.775,1577 825 

111.888, 907.529 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

475.134,299.185 
539.3469, 127.1253 
393.913 

8.070,2529,445 

8.070. 2529.445 

0/0 


NA 

31 

524.203,437.936 
339.0575,60.8965 

406.624 

164.300,1543.373 

171.498,1157.695 
(Ml 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

495.498, 327,156 
337.6115,81.8828 
418.213 

7.126, 1230.107 

7.126, 1230.107 

0/0 


NA 

29 

402.474,358.018 

222.6679,41.3484 

342.405 

159.486,1130.787 
168.022,868.629 

0/0 


NA 

Overall' 

N 

MEAN, OEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

18 

443.352,314.371 
301.5047, 71.0689 
426.221 

9.781.1385.359 

9.781.1385.359 


NA 

32 

442.315,381.049 

287.3219,47.2563 

371.095 

148.070,1322.233 

152.052,1006.597 


NA 


NOTE: Values listed were normalized by taking the original bionmrkcr and dividing it by the number of cigarettes fbund in question 4 of the weekly survey for the corresponding week. 

* P-vahre from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results screw visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the DLQ/ALQ values were converted to die limit 
of the quantification (e.g„ '<tl .234' will be used as T234'} for the avcraqea across viait* within a subject thus eliminating all BLQ/ALQ vahtet for the overall atatiatics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 244 lour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 118 of 254) 


Biomarker: Trans-3-bydroxycotmtne ((nmol'24hrycigaretie per day) _ Analytical Lab: Harrogaie 





Male 



Female 


Timepoint 

Statistic 

Smoker* 

Non-Smoker* 

P-Yilue* 

Smoker* 

Non-Smoker* 

P-vnlue* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

* af BLQ/ALQ Values 

18 

1906.337.1454.505 
972.4943,229.2191 
1846.580 

73.607, 3532.354 

73.607, 3532.354 
(Ml 


NA 

32 

2058.426, 1653.945 
1585.5276,2802843 
1584293 

373.446, 8209,421 

582.154, 4721.873 

o/o 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95V. 

n af BLQ/ALQ Vshies 

18 

2472,124, 1556.661 
28062222,661.4329 
2049.526 

41.988, 13160.703 
41.988,13160.703 

o/o 


NA 

31 

2727.427,2278.579 
1764.1162,316.8446 
2115.666 

854.853, 8030.171 

892.302. 6023.487 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# or BLQ/ALQ Vahwj 

17 

2578.077, 1702.195 
1756,5924,426.0362 
2175.964 

37.078. 6400 244 
37.078,6400244 
om 


NA 

29 

2094.073, 1862.767 

1158.5411,215.1357 
1781.533 

829.805,5883.487 

874.221, 4519.476 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

RD, SR 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2306.758, 1635.674 

1569.2492, 369 8756 
2217.627 
50.891,7208,023 
50.891,7208.023 


NA 

32 

2302.404, 1982.596 
t390.8757, 245.8744 
1930.806 

770.409, 6879578 
791.127,5237.322 


NA 


NOTE; Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
k P-value from Wilcoxon rank-sum test. 

’ Overall valueB calculated by first averaging tbs results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BIjQ/AI«Q values does not apply as the BLQ/AIjQ values were converted to the limit 
of the quantification (e.g. r *1.234’ will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hotir Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 119 of 264) 


Bioroarhsr TransG-hytlroxycoimine (u g/m g Creatinine) Analytical Lab: Harrogate 


Time point 

Week t 


Week 2 


Week 3 


Overall" 




Male 



Female 

Stotistio 

Smoker* 

Non-Smokers 

P-value' 

Smoke re 


N 

18 

30 

<.0001 

n 

35 

MEAN, GEO MEAN 

4.056,2.684 

0.006, NA 


5.155,3.661 

0.004.0.003 

SD.SE 

2.5920,0.6109 

0.0097,0.0018 


3.8502,0.6806 

0.0062! 0.0011 

MEDIAN 

4.045 

0.002 


4.391 

0.002 

MIN, MAX 

0.040, 8.886 

0.000, 0.042 


0,119,14.351 

0,001, 0.036 

5%, 95% 

0.040, 8.886 

0.001,0.032 


0,500, 13.466 

0.001,0.010 

# of BLQ/ALQ Values 

ora 

7/0 


om 

15/0 

N 

1$ 

30 

<.0001 

31 

35 

MEAN, GEO MEAN 

4.19J, 2.776 

0.009, NA 


5.733,4.264 

0.004,0.003 

SD.SE 

2,6525,0.6252 

0.0172, 0.0031 


4.0709,0.7312 

0,0042.0.0007 

MEDIAN 

3.B34 

0.003 


4.761 

0.002 

MIN, MAX 

0.027,10.012 

0.000,0.079 


0.400.15.297 

0.001, 0.019 

5%, 95% 

0.027, 10.012 

0.001,0.057 


0.693,14.865 

D.001,0.018 

# of BLQ/ALQ Values 

ora 

3/0 


0/0 

14/0 

N 

17 

30 

<.0001 

29 

35 

MEAN, GEO MEAN 

4.141,2.532 

0.005, 0.003 


5.557,4.221 

0.004,0.002 

SD.SE 

2.9060, 0.7048 

0.0082,0.0015 


4.0050, 0.7437 

0.0039. 0.0007 

MEDIAN 

3.299 

0.002 


4.139 

0.002 

MIN. MAX 

0.019,9.708 

0.001,0.041 


0.770, 15.542 

0.001,0.022 

5%, 95% 

0.019,9.708 

0.001,0.018 


0.972,11.857 

0,001, 0 008 

# of BLQ/ALQ values 

0/0 

8/0 


0/0 

22/0 

N 

IS 

30 

<.0001 

32 

35 

MEAN, GEO MEAN 

4,t43,2.740 

0.007,0.003 


5.436,4.136 

0.004,0.003 

SD.SE 

2.6080,0.6147 

0.0100, 0.001 S 


3.8060, 0.6728 

0.00+0, 0.0007 

MEDIAN 

3.555 

0.003 


4286 

0.002 

MIN, MAX 

0.029,9.245 

0.001,0.037 


0.497.14.264 

0.001,0.019 

5%, 95% 

0.029,9.245 

0.001,0.033 


0.654,12.984 

0.001,0.017 


P-value‘ 


<.0001 


<.0001 


<.0001 


<.0001 


* P-vahie from WUcoxon rank-sum tost. ' -- 

Overall values calculated by first averaging the results across visits within a subject, then calculating the cfeaoiptivc statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted ta the limit 
of the quantification (e.g., '<1.234* will be i«ed as ’1-234') for the average* aero*# visits within a subject thu# eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2,2-2 

Statistical Comparison Between Smokers ami Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 120 of 264) 


Bio marker: !raos-3-hydroxycotinine (umol/mg Creatinine) Analytical Lab: Harrogate 

Mate 



Female 


Ttmcpoirrt Statistic Smokers Non-Smokers 

P-Y»l#G* 

Smokers 

Non-Smokcre 

P-valuc’ 


Week I 

N 

IS 

30 

<.0001 

32 

35 


MEAN, GEO MEAN 

21.104, 13.962 

0.032, NA 


26.874.19.047 

0.020.0.013 


SD, SE 

13.4863,3.1788 

0.0505,0.0092 


20.0325,3.5413 

0.0325,0.0055 


MEDIAN 

21.044 

0.010 


22.847 

0.010 


MIN, MAX 

0.208.46.234 

0.000,0219 


0.619,74.668 

0.005,0.187 


5%, 95% 

0 JOS, 46.234 

0.005,0.166 


2.602, 70.064 

0.005,0.083 


# of BLQ/ALQ Values 

010 

7/0 


0/0 

15/0 

Week 2 

N 

18 

30 

C.Q001 

31 

35 


MEAN, GEO MEAN 

21.828,14.439 

0.047, NA 


29.830,22.188 

0.020,0.014 


SD, SE 

13.8009,3.2529 

0.0898,0.0164 


21.1808, 3.8042 

0.0220,0.0037 


MEDIAN 

19.946 

0.013 


24.771 

0.010 


MIN, MAX 

0.140,52.092 

0.000,0.411 


2081,79.590 

0.005,0.099 


5%, 95% 

0.140, 52.092 

0.005, 0.297 


3.606, 77.343 

0.005,0,094 


# of BLQ/ALQ Values 

0/0 

in 


0/0 

14/0 

Week 3 

N 

17 

30 

<■0001 

29 

35 


MEAN, CjEU MEAN 

21.545,13.070 

0.026,0.013 


28.915,21.960 

0.018,0.013 


SD, SE 

15.1200,3.6671 

D.0427,0.0078 


20.8379,3.8695 

0.0201,0.0034 


MEDIAN 

17.165 

0.010 


21.535 

0.010 


MIN, MAX 

0.099,50.511 

0.005,0213 


4.006, 80.865 

0.005,0.114 


5%, 95% 

0.099.50.511 

0.005,0.094 


5.057. 61.692 

0.005.0.042 


# of BLQ/ALQ Values 

0/0 

8/0 


0/0 

22/0 

Overall' 

N 

18 

30 

<.0001 

32 

35 


MEAN, GEO MEAN 

21.558,14.243 

0.035,0.016 


28.284,21.519 

0.019,0.014 


SD, SE 

13.5702,3.1985 

0,0521,0.0095 


19.8026,3.5006 

0.0206,0.0035 


MEDIAN 

18,494 

0.013 


22298 

0.012 


MIN, MAX 

0.149,48.103 

0.003,0.194 


2.586, 74215 

0.005,0.099 


5%, 95% 

0,149,48.103 

0.003,0.170 


3.405,67.557 

0.005,0.088 


<.0001 


<.0001 


<.0001 


<.0001 


* P-value from Wilcox cm rank-sum test. 

* Overall values oateul&ted by first averaging tba results across visits wllhin a subject, then calculating the descriptive statistics across subjects. Couth, of BLQ/ALQ values doss not apply as the BLQ/ALQ values were convened to die limit 

of the quantification {e.g. f .234* will be used as 1.234’) for the averages across visits within a Subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparisott Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 121 of264) 


Biotnarker: Trans-3-hydroxycotinine ((ug/nig Creatininel/cigarette per day) Analytical Lab: Harrogate _ 

_ Male _ _ female 

Tlnsepoim Statistic_ Smokers _ Non-Siraakera _P-v alue* _ Smoke is _ Non-Smokers 


Week 1 

N 

IS 

NA 

32 


MEAN, GEO MEAN 

0.324,0.211 


0.350.0277 


SD, SE 

0,3751, 0.0867 


0.2673.0.0472 


MEDIAN 

0.245 


0290 


MIN, MAX 

0.013, 1.777 


0,060.1347 


5%, 95% 

0.013, 1.777 


0.109, 0.957 


it of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

IS 

NA 

31 


MEAN, QEQ MEAN 

0.49S, Q.220 


0.422,0.348 


SD, SE 

1.1285, 0.2660 


02621, 0.0471 


MEDIAN 

0.262 


0.364 


MIN, MAX 

0.009, 5.006 


0.094, 1.070 


5%, 95% 

0.009, 5.006 


0.130,0.914 


it of BLQ/ALQ Values 

0/0 


04) 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.385,0.236 


0.370,0.305 


SD, SE 

0.3970,0.0963 


0.2805, 0.052! 


MEDIAN 

0.286 


0265 


MIN, MAX 

0.006,1.768 


0.107, 1.482 


544. 95% 

0.006.1.768 


0.136.0.928 


* of BLQ/ALQ Vahics 

0/0 


0/0 

Overall' 

N 

13 

NA 

32 


MEAN, GEO MEAN 

0.400, 0.227 


0386,0.324 


SD.SE 

0.6208,0.1463 


0.2494,0.0441 


MEDIAN 

0.277 


0.347 


MIN. MAX 

0.009,2.850 


0.116, 1.170 


5%, 95% 

0.009,2.850 


0.136, 1 063 


P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking tire original biomaiker and dividing it by die number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

’ P-value from Wllcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visit* within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.2341 tor lha avenges across visits within s subject thus eliminating all B( .Q/AI-0 values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers b> Gender of 24-Hour Urine Bkrmarkers of Exposure by Timepoint and Overall 

(Page 122 of264) 


Biomarker: Trani-’-hvdroxvcotinitw UnmoVms CreatinineVcigarette per day) 

Analytical Lab: Harrogate 





Male 


Female 


Thnepoirtt Statistic Smokera 

Non-Smokers P-value* 

Smokers 

Non-Smokers 

P-yalue 1 


Week l 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1.6S5, 1.100 


1.819,1.442 


SD,SE 

1.9572, 0.4613 


1.3902,0.2458 


MEDIAN 

1275 


1.506 


MIN, MAX 

0.069, 9.247 


0J10, 7.006 


5%, 95% 

0.069, 9.247 


0.567,4.979 


#nfRl.Q/Ar.Q Values 

0/0 


0*0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

2,593, 1.144 


2.197,1.810 


SD.SE 

5,8717, 1.3840 


1.3636,0.2449 


MEDIAN 

1.361 


1.896 


MIN, MAX 

0.047,26.M6 


0.487,5.568 


5% 95% 

0.047,26.046 


0.677.4.754 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

2.004, 1.229 


1.926,1.589 


SD, SE 

2,0651, 0.5009 


1.4600,0.2711 


MEDIAN 

1.487 


1377 


MIN. MAX 

0.033,9.197 


0.558.7.712 


5%, 95% 

0.033,9.197 


0.708, 4.830 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall' 

N 

18 

NA 

32 


MEAN, GEO MEAN 

2.079, 1.187 


2009, 1.686 


SD, SE 

37.304,0,7614 


1.2974, 0.2294 


MEDIAN 

1.438 


1.807 


MIN, MAX 

0.050, 14.830 


0.603,6-086 


5%, 95% 

0.050. 14.830 


0.707, 5.530 


NOTE: Values listed were normalized by taking the original blotrarker and dividing It by the number of cigarettes round in queaikm 4 of the weekly survey fbr the corresponding week. 

* P value from WUcoxon rank-sum test, 

* Overall values calculated by first averaging [he results ar-ross visits within a subject, then calculating the deacriptive statistics across subject*. Count of BLQ/ALQ values does not apply as the BljQ/AI 0 values were converted to the limit 
of the quantification (e.£„ N1.234'wlllbeuaed as ’1.234’) for the averages across visits within a subject thu* eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 2-2 

Statistical Cvvaipansun Betweetv Smokers and Non-Smokere by Gender of 24-Kout Urine BicnraiVers of Exposure by Timepoint and Overall 

(Page 123 of 2641 


Biomarkcr: TraasG-hytlroxycuUnifle (n tt /ruL) Analytical Tab; Harrug aie 




Male 



Female 


Ti mepoi nt Statistic 

Smoker* 

Non-Smokers 

F-value* 

Smoker* 

Non-Siitokcra 

P-wiue’ 

Week 1 N 

IS 

30 

<W»1 

32 

35 

<.0001 

MEAN, GEO MEAN 

37JI.4.21S7.4 

6.9,32 


3436,3,2397.8 

2,3, 1,6 


SD. SE 

3939.23, 928.49 

13.99,2.55 


2714.78.479.91 

3.19,0,54 


MEDIAN 

3027.7 

3.0 


3110.3 

u 


MIN. MAX 

30.1, 17333.8 

1.0,77.2 


522. 12964,7 

I.Q, 17.7 


5%, 95% 

30.1,17333.S 

1.0,16.5 


422.2, 9882.6 

1.0, 102 


# of BLQ/AL0 Values 

0/0 

7/0 


0/0 

15/0 


Week 2 N 

18 

30 

<0001 

31 

35 

<.0001 

MEAN, GEO MEAN 

4429.1, 2668.3 

10.6,3.6 


48.38.9,3296.8 

2.4,1,7 


SD. SE 

4222.63, 995.28 

25.38,463 


3905.64, 701.47 

2.85.0.48 


MEDIAN 

3357.9 

2.5 


3464.4 

1.2 


MSN. MAX 

26.9,1SS65.3 

1.0,135.0 


219.4, 13348,8 

1.0,15.9 


S%,95% 

26.9.1SS6S.3 

1.0.45.6 


7311, 13308.1 

1.0, 7.0 


fi of 8LQ/ALQ Values 

0/0 

353 


m 

1470 


Week 3 N 

17 

30 

<.0001 

29 

35 

<0001 

MEAN, GEO MEAN 

3384.2. 2057.2 

5.5,2.7 


3785.0,2683.8 

1.9,15 


SD, SE 

2434.95, 59055 

10.33,1.89 


3055.44,5G7J8 

1.87,0-32 


MEDIAN 

3560.9 

2.2 


3001.5 

1.0 


MIN, MAX 

20,4,9253.1 

1.0,56.0 


525 1,13599.2 

0,9.7 


5%, 95% 

20.4, 9253,1 

1.0, 17.1 


627.6,8394.0 

1.0,5.8 


n of BLQ/ALQ Values 

(V0 

870 


0/0 

22/0 


Overall* N 

18 

30 

<.0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

3909.9,2541.6 

7,7,3.6 


3939.4,2916.7 

2.2,1.7 


SD, SE 

2969.07,699.82 

13.00,2.37 


2952.97,522.02 

2.04,0.35 


MEDIAN 

3787.3 

2.9 


3063.3 

1.4 


MIN, MAX 

25.8,13647.0 

1.0,52.6 


265.6, 13970.9 

1.0,9.0 


5%, 9534 

25.8, 13S47.0 

1.0, SJ 5 


601.4, 8965-5 

1.0, 8.8 


* P from 'WiteoaQn rank-snun test 


Overall values cilcuteted by first averaging the results across visits wKMn a »ai}}act, then tabulating the descriptive statistics across subjects. Count of BLQ/AIUJ veluss does not apply as Itie BLQ/ALQ value* srere converted <c the limit 
oftbe quaiittficaiion (e.g., '< 1.234'wM he used as 1.2341 for the. average* a/rross visits within a subject thu* slitttmating *11 BUJ/ALQ vibes for the overall statistics. 
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Table 14 2 2-2 

Sialistical Comparison Between Smokers and Mon-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 124 of 264 1 


Biomariter Trans-3-hydroxycotinine (nmol/'L) Analytical Lab: Harrogate 

Timepoint 



Male 



Female 



Statistic 

Smokers 

Norv Smokers 

P value" 

Smolcet* 

Non-Smokers 

P-value* 


Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 



MEAN, GEO MEAN 

19518.5, 11277.0 

36.0,16.5 


17879.0,12475,5 

12.0,83 




SD.SE 

20495.82,483091 

72.77, 13-29 


14124.98,2496.97 

16.60,181 




MEDIAN 

15732.9 

15.4 


16183.9 

5.7 




MIN, MAX 

156.6,90187.8 

5.2,401.7 


271.6,67455-3 

52, 92.1 




5%, 95% 

1S6.6. 90187.8 

5.2, 85.8 


2196.7,514192 

5.2,53.1 




# ofBLQ/ALQ Values 

0/0 

7/0 


(VO 

1563 



Week 2 

N 

18 

30 

<.0001 

31 

35 

<•0001 



MEAN, GEO MEAN 

23044.8, 13883.4 

. 55.3, 185 


25177.0, 17153.0 

12,6,9.0 




SD, SE 

21970.36,5178.46 

132.05, 24.11 


20321.06,3649.77 

14.85,2.51 




MEDIAN 

17470.9 

12.8 


18025.3 

6.2 




MIN. MAX 

140.0, 9815622 

5.2, 702-4 


1141.5,69453.8 

5a, 82.7 




5%. 95% 

140.0,98156.2 

52.237.3 


3803.9, 69242.(1 

5.2, 36.4 




# ofBLQ/ALQ Values 

tvo 

3* 


(VO 

14/0 



week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 



MEAN, GEO MEAN 

1760S.0, 10703.4 

28.6,14.3 


19693.4, 13004.2 

9.9, 7.6 




SD.SE 

12669-03, 3072.69 

53.77,9.82 


15897.45,2952.08 

9.75.1.65 




MEDIAN 

18527.4 

11.2 


15616.8 

5a 




MIN, MAX 

106.1,4*143.9 

52,291.4 


2732.1.81162.6 

52,505 




5%, 95% 

1 OS. 1, 4*143.9 

5.2,89.0 


3265.4, 43674.0 

5.2,302 




ft ofBLQ/ALQ Values 

0/0 

8/0 


0/0 

22/0 



Overall' 

N 

18 

30 

<0001 

32 

35 

<.0001 



MEAN, GEO MEAN 

20338.0.13223.8 

40.0,18.8 


20496.4,151755 

115,89 




SD.SE 

15448.07,3641.14 

67.63, 12.35 


15364.3(1,2716.05 

10 60,1 79 




MEDIAN 

19705.4 

14.9 


15938.4 

7.1 




MIN, MAX 

134,2,71005.4 

52,273.7 


1381.7,72690.6 

5.2,46.7 




5%, 95% 

134.2,71005.4 

52.268.1 


3129.3,46647.3 

5.2,45.6 




" E-value from Wilctwou rank-sum test. 

" Overall values calculated by first averaging the remits across visits withbl a subject, then calculating tbe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as (fie BLQ/ALQ values were converted to chc limit 
oftheijuantificBtionfe.s.. v] .234'will be used as ’1.2343 for the averages aettas visits within » subject thus eliminating all BLQ/ALQ valuea for the overall Rtstistica. 
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Table 14.2.2-2 

statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 125 of2641 


Biamarker: Trans-i-hYilioxycoiinine i(ng;mLycip.arelie per day) _ Analytical Lah: Harrogate _ 

__ Male _ 

Thnepoiitt _ Statistic _ Smokers _ Non-Smokers _ P-value* _ Smokers 


Female _ 

Non-Smokers _P-value* 


Week l 


Week 2 


Week 3 


Overall' 


N 

18 

MEAN, GEO MEAN 

236.4.170.8 

SD.SE 

159.94.37.70 

MEDIAN 

219.9 

MIN, MAX 

10.0,577.8 

5%, 95 V, 

10.0,577.8 

# of BLQ/ALQ Values 

0/0 

N 

18 

MEAN, GEO MEAN 

359.9, 211.4 

SD, SE 

391.10,92.18 

MEDIAN 

278.2 

MIN, MAX 

9.0,1631.9 

5%. 95% 

9.0, 1631.9 

#of BLQ/ALQ Values 

OT 

N 

17 

MEAN, OEO MEAN 

354.0, 193.5 

SD, SE 

440.18, 106.76 

MEDIAN 

217.5 

MIN, MAX 

6.8,1850.6 

5%, 95% 

6.8,1850.6 

tt of BLQ/ALQ Values 

0/0 

N 

18 

MEAN, GEO MEAN 

315.8,208.4 

SD, SF. 

281 77, 66.41 

MEDIAN 

297.1 

MIN, MAX 

8.6,1263.3 

5%, 95% 

8.6,1263.3 


NA 32 

237.3, IS 1.6 
181.16,32.03 
184.0 

26.1,648.2 
52.4,644.0 
0/0 

NA 31 

354.4.268.5 
296.14,53.19 

271,8 

822,1486.8 
90.2,935.4 
m> 

NA 29 

254.4.208.6 
183.85, 34.14 

191.1 

65.3.824.1 

92.3.678.2 
0/0 

NA 32 

286.6, 228.0 
217.07,38.37 
2212 

78.0,1012.3 

80.8.801.2 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalised by taking the original bioniarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. ~ 

* P-value from Wilcox on rank-sum teat. 

■ Overall values calculated by first avera B iTi E the results across visits within a subject, then calculating the descriptive statistics acraae subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted IO the limit 
of the qusatilicatton (e.g., ’<1234’will be used as 12343 for the avemgci across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomaikers of Exposure by Timcpoint and Overall 

(Page 126 of 264) 


Biomarten Trans-3-hvdroxvcotinine ((ntnol/LVciearette per day) 

Analytical Lab: Harrogate 







Male 


Female 


Stiristfc 

Smokers 

Non-Smokers 

P-Yaluc* 

Sinokera Non-Smokers 

P-value* 

Week I 

N 

18 


NA 

32 

NA 


M EAN, GEO MEAN 

1229.8. 888.7 



1234.7,944.7 



SD, SE 

832.19,196.15 



942.62,166.63 



MEDIAN 

1143.9 



957.4 



MIN, MAX 

5221,3006.3 



135.8,3372.8 



5%, 95% 

52.2, 3006.3 



272.8,3350.8 



# of BLQ/ALQ Values 

0/0 



m 


Week 2 

N 

18 


NA 

31 

NA 


MEAN, GEO MEAN 

1872.6.1099.7 



1843,9,1398.8 



SD, SE 

2034.94,479,64 



1540.80,276.74 



MEDIAN 

1447.6 



1414.4 



MIN, MAX 

46.7,8490.8 



427.4, 7735.9 



5%, 95% 

46.7,8490.8 



469.1,4866.8 



# of BLQ/ALQ Values 

WO 



(VO 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

1841,9, 1006.8 



1323.7, 1085.5 



SD. SE 

2290,26. 555.47 



956.59, 177.63 



MEDIAN 

1131.4 



094,3 



MIN, MAX 

35.4,9628.8 



339.8.4287.7 



5%, 95% 

35.4,9628.S 



480.3,3528.8 



ft of BLQ/ALQ Values 

0/0 



(V0 


Overall" 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

1642.8, 1084,4 



1491.0, 1186.4 



SD, SE 

1466.11, 345.57 



1129.38, 199.65 



MEDIAN 

1545.7 



1150.8 



MIN, MAX 

44.8,6573.1 



405.8, 5266.8 



5%, 95% 

44.8,6573.1 



420.3, 4168.4 



NOTE: Values listed were normalized by taking the original bfonwker and dividing it by lire number of cigarettes found in question 4 of ‘be weekly survey for the corrcapotidrng week. 


' P-yalue from Wilcoxon rank-sum rest. 

■ Overall values calculated by first averaging the resuits aeroos visits within a subject, then calculating the descriptive statistics across subjects. Count of RI-Q/A1.Q values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V].234*will be u»d as T 234 T for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall Statistics- 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkera of Exposure by Timepoint and Overall 

(Page 127 of 2441 


Biomarker: Trans-3-hydKMycotipine-Q-filiKuronide (nmol/24hr) _ Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Sisilsbc 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-valtie* 

Weekl 

N 

MEAN, QEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBl.Q/Al,Q Values 

18 

13658.845,3347.445 
14825.1638,3494.3246 
8980.785 

197.400,56537.828 
197.400, 56537.828 

0/0 

25 

14.677, NA 

23.1053.4.6211 

5.640 

0.000, 86.504 

0.000,72.540 

7/0 

<0001 

31 

9608.180.6681.409 
6687.0304,1201.0261 
8366.015 

218.900, 26230.442 
757.770, 25398.680 
m 

28 

4439. NA 

6.9324, 1.3101 

1.460 

0.000, 30.003 

0.000, 16.900 

15/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tf of BLQ/ALQ Values 

18 

9769.276,6028.731 
8845.0262, 2084.7927 
7733.962 

126.000,38811.750 
126.000, 38811.750 

0/0 

27 

21.598, NA 

41.6044, 8.0068 

3.198 

0.000, 202270 

0.000, 75.525 

3/0 

<.0001 

3! 

10395.111,7947.637 
6743.3354.1211.1388 
9075.575 

540.383,26263.300 
1494,592, 24231.808 

0/0 

32 

6.978, NA 
13.3339,2.3571 

1.247 

0.000.62.122 
0.000,31.536 

14/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

If of BLQ/ALQ V«lues 

17 

12597.302, 5606.374 
14947.9926, 3625.4207 
8891.740 

160.868, 64170.700 
160.868, 64170.700 

00 

28 

13.923, NA 
25.7235,4.8613 

3.172 

0.000. 88.660 

0,000,86.250 

8/0 

<.0001 

28 

12135.876,9285.056 
8852.0829, 1672.8864 
8279.226 

1725.522, 33098.780 
2950.624.31402.440 

0/0 

33 

3.619, NA 

6.9289,1.2062 

0.000 

0.000, 26.235 
0.000,25.331 

22/0 

<0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

12023.216,7040, [89 
11899.5072,2804.7407 
8821.495 

161.423.49042.882 

161.423.49042.882 

30 

16.131, NA 
25.2059,4,7845 

4.403 

0,000. 104.787 

0.000, 87.582 

<■0001 

32 

10289.617, 8058.196 
6756.9201, 1194.4660 
9018.318 

828/268, 27010,976 
1717.542,23927.143 

34 

4.676, NA 

7,1303, 1.2228 

1.493 

0.000,28.585 
0.000,23.501 

<•0001 


* P-value from Wilcoxon rank-sum test. ~~ 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistic* across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'cl .234’will be used bs ’1.234 1 ) for the averages acrora visits within a subject thus eliminating all BLQ/ALQ values fbr the overall statistics. 
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RSR 

Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 12* of 264) 

Biomaiket: Tiaiii.-3-liydroxvcoiinine-O- R lucuronid; (cnmol/24bryciflarette per dayl Analytical Lab: Harrogate _ 

-——.————-.. . . jVrfe _______ Female 

—Ttmepoint- Statistic _ Smokers _ Non-Srookera _ P-vaiue‘ _ Smokers Nrin-S movers 


Week 1 

N 

IS 

NA 

31 


MEAN, GEO MEAN 

790.341,579.000 


641-220, 504.367 


SD,SE 

4S2.43I2,113.7101 


426.1658,76.5418 


MEDIAN 

749353 


577.122 


MIN, MAX 

43.617,1884.594 


50.518,1748.696 


5%, 95% 

43.617,1884.594 


109.450, 1670.809 


ft of BLQ/ALQ Values 

0/0 


[V0 

Week 2 

N 

IS 

NA 

31 


MEAN, GEO MEAN 

818.142,477.527 


779.872, 648.128 


SD, SB 

1183.1622,278.8740 


510.0117,91.6008 


MEDIAN 

597351 


658.215 


MIN, MAX 

34.585,5423.915 


175.088, 2470.428 


5%. 95% 

34.585,5423.915 


188.836, 1661.556 


ft of BLQ/ALQ Values 

o/o 


0/0 

Week 3 

N 

n 

NA 

28 


MEAN, GEO MEAN 

992.994,621.382 


728.723,647.763 


SD, SE 

842.3096, 2043901 


345.7906, 65.5373 


median 

671.104 


704582 


MIN, MAX 

35.637,3329.928 


236.928,1499.048 


5%, 95% 

35.637,3329.928 


283.565. 1439.077 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

860,239, 589.759 


718.150,636.223 


SD, SE 

724.0995, 170.6719 


360.2247, 63.6793 


MEDIAN 

795.931 


632.731 


MIN. MAX 

37.946,3355.093 


230.597,1704.335 


5%, 95% 

37.946,3355.093 


265.373,1545.608 


P-value* 

NA 


NA 


NA 


NA 


NOTE: Value* listed were normalized by taking tbe original biomarker and dividing ii by the number of cigarette! found In question 4 of tile weekly survey fbrthe corrcipouding week. 

* P-value (rum Wilcdxan rank-sum test. 

■ Overall value* calculated by first averaging the results across visits within a subject, then calculating the descriptive statiatica acrosa .subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., Vtj. 234’ will be used as ’1.234) for die averages acresa visits within a aubjact fltta eliminating all BLQ/ALQ values fra- the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hotir Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 129 of 264) 


Bioirariren Tra«-3-hydrosycotinine-Q-glin:ur<)nide fnmol/mg Creatinine) 


Timepoint 

Statistic 

Smokers 

Week I 

N 

IS 


MEAN, GEO MEAN 

9.316,5.538 


SD, SB 

8.9395,2.1071 


MEDIAN 

7.365 


MIN, MAX 

0.186,37.904 


5%, 95% 

0.186,37.904 


tt of BLQ/ALQ Values 

WO 

Week 2 

N 

IS 


MEAN, GEO MEAN 

7.764,4.431 


SD, SE 

8.8779,2.0925 


MEDIAN 

4,949 


MIN. MAX 

0.141,37.773 


5%, 95% 

0.141,37.773 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

17 


MEAN, GEO MEAN 

9.04S, 4.767 


SD, SE 

10.5051,2.5479 


MEDIAN 

6,526 


MIN, MAX 

0.141,41.198 


5%, 95% 

0.141,41.198 


ft Of BLQ/ALQ Values 

WO 

Overall* 

N 

18 


MEAN. GEO MEAN 

8.691,5.073 


SD, SE 

9,1846,2.1648 


MEDIAN 

5.838 


MIN, MAX 

0.156,38.958 


5%, 95% 

0.150,38.958 


Analytical Lab; Ham^ate 



Female 



Non-Smokers P-valoe* 

Stackers 

Non-Smoksra 

P-value 1 


25 <.0001 

31 

28 

<.0001 


0.009, NA 

8.742,5.873 

0.004, NA 



0,0145,0.0029 

6.9972. 1.2567 

0.0071,0.0013 



0.002 

6.599 

0.001 



0.000,0.053 

0.182, 24.795 

0,000, 0.034 



0.000,0.051 

0.724, 24.215 

0.000, 0.015 



7/0 

0/0 

15/0 



27 <.0001 

3! 

32 

<.0001 


0.013, NA 

8.681,6311 

0.006, NA 



0.0244, 0,0047 

7.1363,1.2817 

0.0118,0.0021 



0.002 

6.791 

0.001 



0.000,0.105 

0.539,31.266 

0.000, 0.053 



0.000,0.072 

1.171,24.592 

0,000,0.041 



3/0 

0/0 

14/0 



28 <0001 

28 

33 

<.0001 


0.007, NA 

10.684, 7.829 

0.003, NA 



0.0127, 0,0024 

9.3656, 1.7699 

0.0071,0.0012 



0.002 

7,318 

0.000 



0.000,0,050 

1.718.40,332 

0.000, 0.034 



0.000,0.040 

1.968,30.778 

0.000, 0.018 



8/0 

am 

22/0 



30 <0001 

32 

34 

<.0001 


0.009, NA 

9.174,6.798 

0.004, NA 



0.0147.0.0027 

7.2907, L2888 

0.0072,0.0012 



0.002 

6.767 

0.001 



0.000,0.052 

0.813, 30.859 

0.000. 0.036 



G.0Q0. 0.049 

1.351, 26.074 

0.000, 0.02! 




* P-valite from Wiicoxon rank-sum test. " —- 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the DLQ/ALQ values were convened to the limit 
of the quantification (e.g, ’<1.234’ will be used as '1-234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine B iomarkers of Exposure by Timepoin! and Overall 

(Page 130 of 264) 


Biontarktr: Tran5-3-hydtoxYCOtinuK-0-alucuromde ((nmol/mg CTcatinineycigarettc per day) _ Analytical Lab: Harrogate 


Male 


Timepoict 

Statistic 

Smokers 

Non-Smoker* 

P-vaiue* 

Smokers 

Week 1 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/AI.Q Values 

is 

0.691,0,438 

0.8481,0.1999 

0.550 

0.020,3.948 

0.020,3.948 

0/0 


NA 

31 

0.577, 0.443 
0.4797,0.0862 
0.466 

0.091,2.480 
0.125,1.523 
0/0 

Week2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

534, 95% 

# of BLQ/ALQ Values 

18 

0.960,0.351 

2.4506,0.5776 

0.349 

0.018,10.734 
0.018,10.734 

090 


NA 

31 

0,637,0.515 

0.4155,0.0746 

0.497 

0.135,1.832 
0.146.1.381 
0/0 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

17 

0.861,0,449 

1.2923,0.3134 

0.577 

0.020, 5.679 

0.020, 5.679 

0/0 


NA 

28 

0.637. 0.546 
0.3551,0.0671 
0.525 

0.225,1.344 
0229,1.231 
(VO 

Overall" 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN, MAX 

5% 95% 

18 

0,828, 0.427 

1.5066,0.3551 

0.531 

0.019, 5.787 
0.019,5787 


NA 

32 

0.627,0.537 
0,3'fiAfi, (1.0648 
0.503 

0.177, L.697 
0.247,1.316 


Female 

Non-Smokers 


F-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bionmiter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from WUcoxon rank-sum test. 

* Overall values calculated by first avst-aging the result* across visits within a subject, then calculating the descriptive atttiatira across subjects Count nf RLQ/ALQ values does not apply as the BI,Q/Ar.Q values were converted to the limit 
of the quantification (e.g., '<I,234'will be used as 12234’) for the averages across viaits within a subject thus eliinmating all BLQ/ALQ valuos for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by fiender of 24-Hour Urine Biomarkers of Fxposure by Timepoini and Overall 

(Pige 132 of 264) 


Bio marker Trans-3-hydroxycottnine-O-filucuronide ({nmol/Lycigarette per day) 

Analytical Lab: Harrogate 





Mate 


Female 


Trmnpoiiit Statistic Smukcr* 

Nun-SmokciJ P-Y&Hrc' 

Smokers 

Nwi-Smakere 

P-vatue* 


Week 1 

N 

18 

NA 

31 


MEAN, GEO MEAN 

518.8,353.8 


383.7,285.2 


SD.SE 

42426,100.00 


291.81,52.41 


MEDIAN 

412.5 


3413 


MIN, MAX 

46.7,1603.9 


39.8, 1128.9 


5%, 95*/. 

46.7,1603.9 


58.1, 1086.1 


It Df BLQ/ALQ Values 

04) 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

611.5,337.3 


495.5,397.9 


SD,SE 

815.54,19222 


391.89,70.39 


MEDIAN 

378.9 


389.8 


MTN, MAX 

33.1,3499.3 


153.1,2142,1 


5%, 95% 

33.1,3499.3 


160.9,1018.7 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

28 


MEAN, GEO MEAN 

815.2,367.5 


462.5, 374,7 


SD, SE 

1394.96,338.33 


342.98, 64.82 


MEDIAN 

3823 


361.7 


MIN, MAX 

15.5,5946.3 


125.4, 1765.7 


5%, 95% 

153,59463 


153.2, 848.1 


tf of BLQ/ALQ Values 

0/0 


0/0 

Overall’ 

N 

18 

NA 

32 


MEAN, GEO MEAN 

642.4,394.8 


451.5,376.2 


ED, SE 

745.77,175.78 


285.16, 50.41 


MEDIAN 

491.9 


356.1 


MIN. MAX 

35.6. 3376.2 


139.4, 1256.7 


5%, 95% 

35.6.33762 


156,4, 1034.0 


NOTE: Values listed were normalized by taking the original bfomarkar and dividing 11 by the number of cigarette* (bund lit question 4 of the weekly survey for the corresponding week. 

' P-value from Wllcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visile within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of tlie quantification (e g., VI.234’ will be used as '1.2341 for the averages scrags visits within a subject thus eliminating all BLQ/ALQ values for tile overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 5-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 133 of264) 


Bioroaiten Cotinine timwl/24hi) Analytical Lab: fNBlFQ 


Mate __ _ Female 


ThacDoint 

Statistic 

Smokers 

Non-Smokers 

P~va!ue‘ 

SmoketJ 

Noa-Smokere 

P-value" 

Week l 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

3 

7447.932,5580548 
3854.3433,2225.3061 
8796396 

3 LOO .528, 10446.873 
3100.528, 10446.873 

0/13 

4 

12.002, 9.506 
10.7081,53540 

7.812 

4.5S8,27.797 

4.588, 27.797 

3/0 

0.0518 

3 

8784.549, 8271,044 
3413.1486, 1970.5823 
9681.650 

5012.448, 11659.550 
5012.448, 1I6S9.550 
rwi 

3 

6.909,6.393 

3.1153, 1.7986 

7.062 

3.720, 9.945 

3.720, 9.945 

3/0 

0.0809 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Vatues 

3 

6966.875,6705.083 
2243,0815, 1295.0437 
7302.803 

4574.775, 9023.046 
4574.775, 9023.046 

0(0 

4 

6.983,6.752 

2.0581,1.0290 

6.867 

5.208, 8.990 

5.208, 8-990 

4/0 

0.0497 

3 

10347.571,9953.407 
3472.8274, 2005.0379 
10101.990 

7004.052, 13936.670 
7004.052, 13936.670 

0/0 

4 

7.374,6.742 

3.I5BI, 1.5791 

7,867 

3224, 10.540 

3224,10,540 

4/0 

0.0S1S 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Value! 

2 

7079.085, 5030.830 
7<M3.32I6,49B0.380S 
7079.085 

2098.704, 12059,463 
2098.704,12059.465 

0/0 

3 

6.989, S.&47 

1.7302,1.0278 

6.398 

5.580,8.990 

5.580,8.990 

VO 

0,1489 

3 

7500.506, 7079.276 
2979.9043, 1720.4485 
7564.865 

4488.944. 10447.710 

4433.944,10447.710 

0/0 

4 

6.053.5.664 

2.6989,1.3494 

5.193 

3.906,9.920 

3.906,9.920 

4/0 

0.0518 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

514, 95% 

3 

7Z72.466,6507.886 
3687.8285,2129.1688 
8049.600 

3258.002,10509.795 
3258.002,10509.795 

4 

8.819,8.419 

3,1629,1.5814 

8.218 

5.704,13.134 

5.704, 13,134 

0.0518 

3 

8877.542, 8499.398 
2928.4631, 1690.7489 
10194.395 

5501.B15, 10736.417 
5501.815, 10736.417 

4 

6.885, 6.463 

2.5979,1.7989 

7.165 

3.617.9.593 

3.617.9.593 

0.0518 


' P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits witbin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification («,g., ’<1534’will be used as 1.234* foe the averages acmes visits within a subject thus eliminating all BLQ/ALQ values farthe overall statistics. 
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Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 lour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 04 of264) 





Male 



Female 


Timeooim 

Statistic 

Smokcni 

Non-Smokers 

P-vahrc* 

Snickers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

1312.326. 1159.440 
679.1353,392.0989 
1549.925 

546.313, 1840.739 

546313, 1840.739 

0/0 

4 

2,115,1.640 

1.8870,0.9435 

1.377 

0.808, 4.898 

0.808,4.898 

3/0 

0.0518 

3 

1547.838,1457.358 
601.3971, 3472168 
1705.907 
883.193,2054.413 
883.193,2054.413 

0/0 

3 

1217, 1.126 
0.5490,0.3170 

1244 

0.655, 1.752 

0.655, 1.752 

3/0 

0.0809 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

1227563, 1181.436 
395.2313,228.1869 
1286.754 

806.075, 1589.861 

806.075, 1589.861 

0/0 

4 

1X31,1.190 

0.3624,0.1812 

1210 

0.918, 1.584 

0.918,1.584 

4/0 

0.0497 

3 

1823242,1753.790 
611.9120,353 2876 
1779.971 

1234.114.2455.641 

1234.114.2455.641 

0/0 

4 

1299, 1.188 

0.5563, 02782 

1.386 

0.568, 1.857 

0.568. 1.857 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

534, 95% 

# of BLQ/ALQ Values 

2 

1247.335, 886.433 
1241.0332, 877.5430 
1247.335 

369.792.2124X78 
369.792.2124.878 

0/0 

3 

1231,1206 

03138,0.1812 

1.127 

0.983,1.584 

0.983, 1.584 

3/0 

0.1489 

3 

1321.589,1247368 

525.0593,303.1432 

1332.929 

790.952.1840.887 
790.952, [840,887 

0/0 

4 

1.007,0.998 

0.4756, 02378 

0915 

0.688. 1.748 

0.688, 1.748 

4/0 

0.0518 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

1281.409, 1146.690 
649.7955,375.1596 
1418.340 

574.060,1851.826 
574.060,1851.826 

4 

1.554. 1.483 

0.5573,0.2786 

1.448 

1.005,2.314 

1.005,2.314 

0.0518 

3 

1564223, 1497.594 

515 9951,297.9099 
1831.492 

969.420,1891.757 

969.420,1891.757 

4 

1213, 1.139 

0.4578, 0.2289 

1263 

0.637,1,690 

0.637,1.690 

0.0518 


* P-vtlue from Wilcoxon rank-sum teat. 

' Overall values calculated by first averaging the result* across visits within a subject, then tabulating the descriptive atatistica itcrosni subject*. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values wore converted to (be linrit 
of (be quantification (e.g., ’<1234 ! will be used as '1.234’) for the averages across vlsitl within a subject thus eliminating all BLQ/ALQ values for the overall satisfies. 
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PM3006438066 


Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokcraby Gender of 24-liour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 135 of 264) 


Bionarker: Cotinine (fmnol/24hrV’deareUe per dev) _ Analytical Lab; 1NB1FO 



■ 


MaJe 



Female 


Timepoint 

Statistic 

Smckere 

Non-Smokers 

F-vahte* 

Smokers 

Ncra-Smckeis 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ V alues 

3 

589.927, 556.189 
252.1529, 145.5806 
516.755 

382.452, 870.573 

382.452, 870.573 

0/0 


NA 

3 

371.957, 362.484 

104,0663, 60.0827 

353320 

278.469,484.083 

278,469, 484.083 
(V0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

547.632, 515.541 
240.5892, 138.9043 

457.478 

365.140, 820.277 

365.140, 820.277 

0/0 


NA 

3 

910234, 743.421 

691.8706, 399.4517 

696.834 

350203,1683.665 

350203, 1683.665 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

eoz tjeae 

# of BLQ/ALQ Values 

2 

677.370, 592.889 
463.2759, 327,5855 

677370 

349.784,1004.955 

349.784,1004.955 

0X1 


NA 

3 

789.638, 547.651 

826.6650,477.2753 

378 243 

249386,1741.285 

249386,1741285 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

571.246, 529,247 
285.5033, 1643354 

441339 

373.796, 89S.602 

373.796, 898.602 


NA 

3 

690.610, 576.476 
505.5171,291.8604 

519.720 

292.686,1259.423 

292.686,1259.423 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarette! found in question 4 of the weekly survey for the corresponding week. 
1 P-value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results acrosa visits within aspect, then calculating the descriixrve statistics across subjects. Count of BLQ/ALQ values does not npply ta the BLQ/ALQ values were converted to the limit 
of the quantification {e.g.. ’< 12234 'will be used as T 234”) for the averages across visits within a subject thus elimhtatmg all BLQ/ALQ values for the overall statistics. 
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PM3006438067 


12226-8450 



RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Table 14 2 2-2 

Siatisiica! Comparison Between smokers and Non-Smokers by Gender of 24-Hour Urine Biomaricets of Exposure by Timcpoint and Overall 

(Page 136 of 264) 

Biomarkcr: Cotinine ((un/24hrVcicarette per day) Analytical Lab: INB1FO . -—- 




Male 


female 



Statistic 

Smokers 

Non-Smokcra 

P-value' 

Smokers Non-Smokers 

P-value* 

Week I 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

103.945.98.000 



65.539, 63.869 



SD.SE 

44.4294,25.6513 



18.3364,10.5865 



MEDIAN 

91.052 



62.255 



MIN. MAX 

67.388, 153.395 



49,066, 85.295 



5%, 95% 

67.388.153.395 



49.066 t 85/295 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 2 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

96.493,90,839 



160,383,130.991 



SD, SE 

42.3917,24.4749 



121.9077,70.3834 



MtiDlAN 

80 608 



122.782 



MIN, MAX 

64.338,144.533 



61.706, 296.662 



5%, 95% 

64.338, 1443533 



61.706,296.662 



# of Bl.Q/ALQ Values 

(V0 



OX) 


Week 3 

N 

2 


NA 

3 

NA 


MEAN, GEO MEAN 

119.353,104.467 



139.134,96.496 



SD, SE 

81.6291,57.7205 



145.6588, 84.0961 



MEDIAN 

119.353 



66,646 



MIN, MAX 

61.632, 177.073 



43.942.306.815 



5%, 9544 

61.632.177.073 



43.942,306.815 



ft of BLQ/ALQ Values 

(VO 



(VO 


Overall* 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

100.654, 93.253 



121,685, 101.575 



SD, SE 

50.3058, 29.0441 



89.0727, 51.4262 



MEDIAN 

77 764 



91.574 



MIN. MAX 

65.863,158.334 



51.571,221.911 



5%, 95% 

65,863,158.334 



51,571,221.911 



NOTE: Value! listed were normalized by taking tbe original bitmwtter and dividing it by the number of cigarettes found in question 4 of flte weekly survey for the corresponding week. 


" P-value from WUcosou rank-sum test. 

' Overall values calculated by first averaging the results across visits within* subject, then calculating the descriptive statistics across subjects. Count of BI-Q/AI.Q values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg.. '< 1.234’ will be used ns '1.234 1 ) for the averages across visits within a subject thus eliminating all BLQIALQ values for the overall statistics. 
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PM3006438068 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.2-2 

Statistical Comparison Between Smokers ami Non-Smokers by Gender of 24-Hour Urine Binmarkere of Exposure by Timepoim ami Overall 

(Page 137of264) 


BioiiHiker; Cotinine (nmol/mn Creatini ne)_Analytical Lab: INBiFO 


Stale_ _ Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-vtlue* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 05 V. 

# of BLQ/ALQ Values 

3 

4.952,4.530 

2.3935,1.3819 

4.962 

2,553,7,340 

2.553,7340 

rvn 

4 

0.006,0.005 
0.0041,0.0020 

0.005 

0.003, 0.012 

0.003, 0.012 

3/0 

0.05 IS 

3 

7.459,6.305 
4.4571,2.5733 

8.305 

2.640,11.433 

2.640,11.433 

OO 

3 

0.007, 0.006 
0.0029,0.0017 

0.005 

0.005,0.010 

0.005, 0.010 

3/0 

0.0765 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

5.895,5.703 

1,9382,1.1190 

4.778 

4.774, 8.133 

4.774. 8.133 

0/0 

4 

0.004, 0.004 

0.0016, 0.0008 

0.004 

0.002, 0.006 

0.0Q2, 0.006 

4/0 

0.0497 

3 

8.269,73766 

5.2339, 3.0218 

6.393 

4.231, 14.182 

4.231, 14.182 

0/0 

4 

0.007, 0.006 
0.0034,0.0017 

0.006 

0.003,0.011 

0,003,0,011 

43) 

0.0518 

Week 3 

N 

MEAN, OEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

6.742, 6.040 
4.2370,2.9960 

6.742 

3.746,9.738 

3.746,9.738 

0/0 

3 

0.005, 0.005 

0,0012, 0.0007 

0.006 

0.004. 0.006 

0.004, 0.005 

3/0 

0.1386 

3 

6.759,6.029 

3.5104,2.0267 

7.282 

3.016, 9.978 
3.016,9.978 

0/0 

4 

0.006,0.005 

0.0017.0.0009 

0.006 

0.003,0,007 

0.003, 0.007 

4/0 

0.0497 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

5.655,5.326 

2.4525, I.4IM * 

4.868 

3.692,8.404 

3,692, 8.404 

4 

0.005,0.005 

0,0008, 0.0004 

0.005 

0.004, 0,006 

0.004,0.006 

0.0497 

3 

7.496,6.674 

3.8867, 2.2440 

8.225 

3296.10.966 

3296, 10.966 

4 

0.007,0.006 

0.0024, 0,0012 

0.007 

0.004. 0.009 

0.004, 0.009 

0.0518 


• f-value from Wilcoaon rank-sum test. — —— - 

* Overall values calculated by first averaging the results across visits within a subject, then calculating tile descriptive statistica across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of (he quantification (e.g., '<1.234’will be used as '1.234’) for the averages across visits within s subject thu* eliminating all BLQ/ALQ valuta for the overall statistics. 
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PM3006438069 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 138 of 264) 


Biotnaiksr. Cotinine (pg/mg Creatinine) _ Analytical Lab; INBIFO 


Itmepoirtr 



Male 



Female 


Statistic 

Smoket* 

Non-Smoker* 

P-value‘ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 

4 

0.0436 

3 

3 

0.0765 


MEAN, GEO MEAN 

0.872,0.798 

0.001,0.001 


1.314, 1.111 

0.001,0.001 



SD.SE 

0.4215,0/2434 

0.0005, 00003 


Q.78S2,0.4533 

0.0006, 0.0003 



MEDIAN 

0.874 

0.001 


1.463 

0.001 



MIN, MAX 

0450,1.293 

0-001,0.002 


0.465,2.014 

0.001, 0.002 



5%, 95% 

0.450, 1.293 

0-001 7 0.002 


0.463,2.014 

0.001, 0.002 



# ofBLQ/ALQ Values 

(V0 

3/0 


0/0 

360 


Wsek 2 

N 

3 

4 

0.0436 

3 

4 

0.0436 


MEAN, GEO MEAN 

1.039,1.005 

0,001, NA 


1.457, 1.280 

0.001,0.001 



SD, SE 

0.3415,0.1972 

0.0005,0.0003 


0.9222,0.5324 

0,0005, 0.0003 



MEDIAN 

0.842 

0.001 


1.126 

0.001 



MIN, MAX 

0.841,1.433 

0.000,0.001 


0.746,2.499 

0.001, 0.002 



5%, 95% 

0.841,1.433 

0.000,0,001 


0.746,2.499 

0.001, 0.002 



* of BLQ/ALQ Values 

WO 

4/0 


WO 

4/0 


Week 3 

N 

2 

3 

0.1066 

3 

4 

0.0319 


MEAN, GEO MEAN 

1.188, 1.064 

0.001,0.001 


1.191,1.062 

0.001,0.001 



SD.SE 

0.7467,0.5280 

0.0000, Q.00U0 


0.6187,0,3572 

0.0000, 0.0000 



MEDIAN 

1.188 

0,00! 


1283 

0.001 



MIN, MAX 

0.660,1.716 

0.001,0.001 


0.531, 1.758 

0.001,0.001 



5%, 95% 

0.660,1 716 

0.001,0.001 


0.531, 1.758 

0.001,0.001 



tt of BLQ/ALQ Values 

(V0 

3/0 


0/0 

4/0 


Overall* 

N 

3 

4 

0.0319 

3 

4 

0.0497 


Mb:AN, GfcO MEAN 

0.997,0.939 

0.001,0.001 


1321, 1,176 

0.001,0,001 



SD.SE 

0.4320,0 9494 

0.0000,0.0000 


0.6846, 0.3952 

0.0005,0,0003 



MEDIAN 

0.858 

0.001 


1.449 

0,001 



MIN, MAX 

0.651,1.481 

0.001.0.001 


0.581, 1.932 

0.001.0.002 



5%, 95% 

0.651,1.481 

0.001,0.001 


0,581, 1.932 

0.001,0.002 



" P-vahie from Wilcoxon rank-sum test. 

' Overall value* calculated by fire averaging the remits across visits within a subject, then calculating the descriptive statistics ecroas subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g, '<1.234' will be used as' 1.2343 fortbe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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PM3006438070 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 139 of 264) 


Biomarker; Cotinine (Oimol/mc Creatmineycicarctte net dav 1 Analytical Lab: INBIFO 




Male 



Female 


Tirocpoint 

Statistic 

Smokers 

Ncn-Smokera 

P-value' 

Smokers 

Non-Smetaa 

P-vaJue* 

Week 1 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.418, 0.383 
0.1981,0.1144 

U.426 

0.216, 0.612 
05216,0.612 

090 


NA 

3 

(1,324,0277 
0.2214,0.1278 

0,252 

0.147,0.572 

0.147,0.572 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

# of BLQ/ALQ Values 

3 

0.485,0,439 
052501,0,1444 

0.478 

0,239, 0,739 

0.239, 0.739 

0/0 


NA 

3 

0.662, Q.543 
0.4289,0.2476 

0.709 

05212,1.066 
0.212,1.066 

GA3 


NA 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ft of BLQ/ALQ Values 

2 

0.718,0.7(2 

0.1329,0.0940 

0.718 

0.624. 0.812 

0.624, 0.812 

0/0 


NA 

3 

0.732,0.467 

0.8125,0.4691 

0.364 

0.168,1.663 

Q.168,1.663 
(VO 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

0.486,0.437 

0 2473,0.1428 

0.509 

0,228,0,721 

0.228,0.721 


NA 

3 

0.573, 0.458 

0.4096, 0.2.365 

0648 

B. 176,0.994 

D. 176,0.994 


NA 


NOTE; Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vtiue from V/i fcoxon rank-sum test. 

' Overall values calculated by first averaging the results acres* visits within a subject, then calculating the descriptive statistics across subjects. Count nf BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo the limit 
of the quantification (e.g.. l .234’ will be used as 1.234*) for the averages across visit* within a subject thus eliminating all BLQ/ALQ values for the overall statistic*. 
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PM3006438071 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 2d-Hour Urine Biomarkers of Exposure by Timepoiirt and Overall 

(Page 140 of 264) 


Biomarker: Cotinine ((ug/rng Creatmine Vcigarette per day) Analytical Lab: INBIFO 


Male_ _female 


Timenoint 

Statistic 

Smokers 

Non-Smokers 

P-vsiue‘ 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.074,0.068 



0.057.0.049 




SD, SE 

0.0350,0.0202 



0.0392,0.0226 




MEDIAN 

0.075 



0.044 




MIN, MAX 

0.038,0.108 



0.026,0.101 




5%, 95% 

0.03 8,0.108 



0.026, 0.101 




# of BLQ/ALQ Vihrea 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.085,0.077 



0.117,0.095 




SD, SE 

0,0440,0.0254 



0.0758, 0.0438 




MEDIAN 

0.084 



0.125 




MIN, MAX 

0.042,0.130 



0.037, 0.188 




5%, 95% 

0042,0.130 



0.037, 0.188 




# rfBt.Q/ALQ VlhiM 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0.127,0.125 



0.129, 0.083 




SD, SE 

0.0233,0.0165 



0,1430,0.082S 




MEDIAN 

0.127 



0.064 




MIN, MAX 

0.110,0.143 



0.030,0.293 




5%, 95% 

0.110,0143 



0.030.0.293 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

0.086,0.077 



0.101.0.081 




SD, SE 

00437,0.0252 



0.0721, 0.0416 




MEDIAN 

0.090 



0.097 




MIN, MAX 

0.040,0.127 



0,031,0.175 




5%, 95% 

0.040,0.127 



0,031,0.175 




NOTE; Yalues listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the correapondiog week. 

* P-value from Wtlccxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics r cross subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438072 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 141 of 264} 


Biomarkcr Cotinine (nrool/L) _ Analytical Lab: INBfFQ 


Thnepcini 



Male 



Female 


Statistic 

Siucketa 

Non-Smokcra 

P-vulue* 

Smokers 

Non-Smokers 

P-vahic* 

Weelc 1 

N 

3 

4 

0.043-6 

3 

3 

0.0636 


MEAN. GEO MEAN 

6583.8,5308.2 

7,6,5.0 


3693.7,3619.1 

3.1,3.1 



SD, SE 

4959.89,2843.57 

8.90,4.45 


939.49,542.41 

0,00,0.00 



MEDIAN 

5443.6 

3.1 


3338,5 

3.1 



MIN, MAX 

2279.8, 12007.9 

3.1.20.9 


2983.6,4759.0 

3.1,3.1 



5%, 93% 

2279.8.12007.9 

3.1,20.9 


2983.6,4759.0 

3.1.3.1 



tf of BLQ/ALQ Values 

WO 

3/0 


0/0 

3/0 


Week 2 

N 

3 

4 

0.0319 

3 

4 

0.0319 


MEAN, GEO MEAN 

6439.9, 5581.3 

. 3.1, 3.1 


4243.9,4212.0 

3.1,3,1 



SD, SE 

363127,2096.51 

0.00,0.00 


620.20,358.07 

0.00,0.00 



MEDIAN 

7090.1 

3.1 


4495.7 

3.1 



MIN, MAX 

2527.5, 9702.2 

3.1,3.1 


3537.4,4698.6 

3.1,3.1 



5%, 95% 

2527.5, 97022 

3.1, 3.1 


3537.4, 4698.6 

3.1,3.1 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

443 


Week 3 

N 

2 

3 

0.1066 

3 

4 

0.0319 


MEAN, GEO MEAN 

4650.6, 3439.8 

3.1, 3.1 


3602.1,3500.7 

3.1,3,1 



SD, SE 

4426.13,3129.75 

0.00, 0.00 


1094,83,632.10 

0.00,0,00 



MED LAN 

4650.6 

3.1 


3087.7 

3.1 



MIN, MAX 

1520 8, 7780.3 

3.1,3.1 


2859.2.4859.4 

3.1.3.1 



5%, 95% 

1520.8.7780.3 

3.1,3.1 


2859.2,4859.4 

3.1, 3.1 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall* 

N 

3 

4 

0.0436 

3 

4 

0.0319 


MEAN, GEO MEAN 

6072,1,5057.8 

4.6,4.0 


3846-,5,3787.3 

3.1,3.1 



SD, SE 

3864.42,2231.12 

2.95.1.48 


841.91.486.07 

0.00, 0.00 



MEDIAN 

6276.9 

3.1 


3640,6 

3.1 



MIN, MAX 

2109.4, 9830,1 

3.1,9.0 


3126.7,4772.3 

3.1, 3.1 



5%, 95% 

2109.4,9830.1 

3.1,9.0 


3126.7,4772.3 

3.1,3.1 



" P-value from Wilcoxon rank-sum test. 

* Overall vatass calculated by fim averaging the result icrosa visits within a subject, then calculating the descriptive statistics across subjects. Coant of BLQ/ALQ values docs not apply bs the BLQ/ALQ values were converted to the limit 
of the <pj&ntiffc»tion (e.g., ’<1.23 4* will be used as ’1.234’] forth© averages across visits within a subject thus eliminating all BLQ/ALQ values fbrthe overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 142 of 264) 


Btomarker Cotinine (ng/mL) Analytical Lab: fNBIFQ 




Male 



Female 


ThncpomL Statistic 

Srrsokci's 

Non-Smoker* 

P-value* 

Smo-kers 

Non-Smokers 

P-value* 

Week 1 N 

3 

4 

0.0436 

3 

3 

0,0636 

MEAN, GEO MEAN 

1160.1,93525 

10,0.8 


6S0.8,637.7 

0.5,0.5 


SD, SE 

873.93, 504.56 

1.60,0.80 


165,53,95.57 

0.00,0.00 


MEDIAN 

962.7 

0.5 


588.2 

0.5 


MIN, MAX 

401,7,2115.8 

0.5,3.7 


525.7, 838.5 

03.0..5 


S%, 95% 

401,7,2115.8 

0.5,3.7 


525.7, 838.5 

05,03 


ff of BLQ/ALQ Values 

0/0 

3/0 


dtt 

VQ 


Week 2 N 

3 

4 

0.0319 

3 

4 

0.0319 

MEAN, GEO MEAN 

1134.7,983.4 

0.5,03 


747.8, 742.1 

03,03 


SD, SE 

639.84, 369.41 

0.00,0.00 


109.27,63.09 

u.oo.a.uo 


MEDIAN 

1249.3 

0.5 


792.1 

0,5 


MIN, MAX 

445.3, 1709.5 

0.5,0.5 


623.3, 827.9 

0.5,05 


5%, 95% 

445.3, 1709 5 

0.5,0.5 


623 3,827.9 

0.5,0.5 


# of BLQ/ALQ Values 

o/o 

4/0 


0/0 

4/0 


Week3 N 

2 

3 

0.1066 

3 

4 

0.0319 

MEAN, GEO MEAN 

819.5, 606.1 

0.5,0.5 


634.7,616.8 

03,03 


SD, SE 

779.87, 551.45 

0.00,0.00 


192.88,11136 

0,00,0.00 


MEDIAN 

819.5 

0.5 


544.1 

0,5 


MIN, MAX 

268.0, 1370.9 

0.5,0.5 


503.8.856.2 

0.5,0.5 


5%, 95% 

268.0,1370.9 

0,5,0.5 


503.8, 8562 

0.5, 0.5 


# of BLQ/ALQ Values 

(Ml 

3/0 


0/0 

4/0 


Overall' N 

3 

4 

0.043S 

3 

4 

0.0319 

MEAN, GEO MEAN 

1069.9,893.0 

0.8,0.7 


677.8,667.3 

0.5, 0.5 


SD, SE 

680.92,393.13 

0,55,028 


146.36,85.64 

0.00,0.00 


MEDIAN 

1106.0 

0.5 


641.5 

0.5 


MIN, MAX 

371.7, 1732.1 

0.5.1.6 


550.9,840.9 

0.5,0.5 


5%, 95% 

371.7, 1732.1 

0.5,1.6 


550.9,840,9 

0.5,03 



• P-valne from Wilcoxcn rank-sum test 

T Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234 * will be used as T-234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoirrt and Overall 

(Page 143 of 264) 


Biomarkcr. Cotinine ((ratio l/LVciearette per day) Analytical Lab: INBlFO 


Male 



Female 


Timepomt Statistic Smokers 

Non-Smokers 

P-value' 

Snyjkers 

Non-Smokers 

P-value - 


Week 1 N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

539.4, 448.7 


159.0, 158.6 


SD.SE 

405.80,234.29 


12.80,739 


MEDIAN 

3SO.O 


165.8 


MIN, MAX 

237J,1000.7 


1442,166.9 


5%, 95% 

237.5,1000.7 


144.2,166.9 


» of BLQ/ALQ Values 

C90 


0/0 


Week 2 N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

496.4,429.2 


394.9, 314,6 


SD, SE 

337.76,195.01 


337.01, 194.58 


MEDIAN 

354-5 


224.8 


MIN, MAX 

252.8, 882.0 


176.9, 753,1 


5%, 95% 

252.8, 882.0 


176.9,783.1 


# of BLQ/ALQ Values 

0/0 


0/0 


Week 3 N 

2 

NA 

3 

NA 

MEAN, GEO MEAN 

451.0,405.4 


374.4,270.8 


SD, SE 

279.24, 197,45 


377,19,217.77 


MEDIAN 

451.0 


158.8 


MIN, MAX 

253.5,648.4 


154.4,809.9 


5%, 95% 

253.5, 648.4 


154.4,809.9 


# of BLQ/ALQ Values 

o/a 


0/0 


Overall’ N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

478.4,419.4 


309.4,2602 


SD, SE 

316.39,182.07 


233.66,134.90 


MEDIAN 

296.0 


182.0 


MIN, MAX 

295.4, 843.7 


167.2,579.1 


5%, 95% 

295.4, 843.7 


167.2,579.1 



NOTE: Values luted were normalized by taking the original biomariter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

4 Overall value* calculated by first averaging ihe results across visits within a subject, then calculating Ihe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g., ^ 1.234’will be used as + 1234*) for Ihe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers lty Gender of 24-Hour Urine Binmarkers of Fxposnre by Timepoinr and Overall 

(Page 144 of 264) 


Biomarker; Cotini&e ((nfi/iuLVciRarette per day) 

Analytical Lab: INBIFO 




Timepoint 



Male 



Statistic 

Smokers 

Non-Smokers 

P-valuc* 


Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

95.1,79.1 

71.46,41.26 

67.0 

41.9,176.3 

41.9,176.3 

0/0 


NA 

3 

28.0,27.9 
125,1.30 
292 

25.4,29.4 
25.4,29.4 

tvo 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

ft of BLQ/ALQ Values 

3 

87,5,75.6 

59.32, 34.36 

625 

44.5, 155.4 

44.5, 155.4 

0/0 


NA 

3 

69.6, 55.5 
59.38, 34.29 
39.6 

31.2, [38.0 
31.2,138.0 
0/0 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 05% 

#of BLQ/ALQ Values 

2 

79.5, 71.4 

49.14, 34.75 

79.5 

44.7, 114.2 

44.7,114.2 

0/0 


NA 

3 

66.0,47.7 
66.45, 38.37 
28.0 

27.2,142.7 
272, 142.7 
(M) 

Overall* 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

84.3.73.9 

55.69,32.15 

52.2 

52.1, 148.6 

52.1,148.6 


NA 

3 

54.5,45.9 

41.13,23.75 

32.1 

29.5,102.0 
295,102.0 


Female 


Non-Smokers 


P-valne* 


NA 


NA 


NA 


NA 


- - ~ - D -A-... -r VI IUI HB lAmCJJUUUJJiK WOCSr. 

P-value from Wilcoxon rank-sum teat. 

' y^5^ CUl ? ted ^ ree :f t ?, a f,T V i 9its Wlthin 8 "**•*• ,lw " descriptive statistics acme, subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values worn cunverad to the limit 

Oflhe qttffltttficstKtn (e.g., ’<1.234 will be used as 1.2341 forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 145 of264) 


Biomatket: CotitutK-N-jslucurowde (nnu)!/24hri Analytical Lab: INB1FO 




Male 



Female 


Tlmepoim 

Statistic 

Smokers 

Non-Smokers 

P-va!ue' 

Srnokeis 

Non-Smokers 

P-yalue* 

Week I 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

13071.938,6498.188 
11737,0997,6776.4177 
14233.849 
797.096,24184.869 
797.096,24184.869 

0/0 

3 

17.169,16.468 

6.0729,3.5062 

16.116 

11.692, 23.700 

11.692,23.700 

3/0 

0.0809 

3 

13773.180.13119.276 

5506.3041,3179.0662 

10987230 

10216.584,20115.725 

10216.584,20115.725 

0/0 

2 

17.412. 15.500 
112168,7.9315 

17.412 

9.480, 25.343 

9.480, 25.343 

2/0 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of Bt.Q/ArjQ Values 

3 

12636.624,8989.650 

9131.5180,5272,0844 

15906.187 

2320.420, 19683.264 

2320.420, 19683,264 
m 

4 

17.795,17207 
5.2448,2.6224 

17.499 

13.272,22.910 

13.272,22.910 

4® 

0.0497 

3 

13934.476,13447.472 
4577.3678, 2642.744S 
I3Q37.360 

9872.082, 18893.985 
9872.082, 18893.985 

0/0 

3 

19263, 17.114 
9.7891,5.6517 

22.713 

8.216, 26.860 

8.216, 26.860 

3/0 

0.0809 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5"/k 95% 

# of BLQ/ALQ Valuta 

2 

9852.461,2562.480 

13453.9715,9513.3945 

9852.461 

339.066,19365.855 

339.066,19365.855 

ora 

3 

17.812,17.448 
4.5365,2.6192 

16.306 

14520,22.910 

14220, 22.910 

3/0 

0.1489 

3 

11811.580,112872 98 
40523332.2339.6156 
12645.595 

7342.419, 15246.725 

7342.419. 15246.725 

ora 

3 

12.140, 11.974 

2.4911, 1.4382 

11.613 

9.954, 14.852 

9.954,14.852 

3/0 

0.0809 

Overall' 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

12433.403,7153,022 

10221.2133,59015203 

15070.018 

1152.194,21077.996 
1152.194,21077.996 

4 

17.802, 17.491 

3.9046, 1.9523 

16.980 

14.536,22.713 

14.536,22.713 

0.0518 

3 

13173.078,12666.849 
4535.8196,2518,7567 
12290.062 

9143.695,18085.478 
9143.695,18085.478 

4 

16.429, 15.218 

7.1309, 3.5655 

16.235 

9217,24.028 

9.217,24.028 

0.0518 


* P-value from Wilcoxcn rank-sum test 

* Overall values calculated by first avenging the result a across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (c.g,, ’<1.234’will be used as 1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No, 12226-8450 


Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomaricers ofExposure by Timepoint and Overall 

[Page 146 of 264) 


Biomarkcr: Coii i ;ipe-bi-ii;luc»mn;ile(l n rnol'24iirycisarette per day) _ Analytical Lab: INB1FO 


.Male___Female 


Timepomt 

Statistic 

Stnofezre 

Notv Smoker* 

P-v*lue' 

- 

Smokers 

Non-Smokers 

P-vahie* 

Week! 

N 

MEAN, GEO MEAN 
SP.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

Hof BLQ/ALQ Values 

3 

922373,549252 
977.2890, 564233! 

618.863 

132.849, 2015.406 
132.849,2015.404 

010 


NA 


3 

575.506,574.960 

30.8736,17.8249 

567.588 

549362,609.567 

549362,609.567 

0® 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MTN, MAX 

554,95% 

# of BLQ/ALQ Values 

3 

93S.913.69i.I9S 
788.5418, 4553648 

795.309 

232.042,1789.388 

232,042. 1789.388 

04) 


NA 


3 

(431.490,1004393 
1489.3090,859.9684 
651.868 

493.604,3148.998 

493.604,3148.998 

040 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MtN, MAX 

5%, 95% 

#'of BLQ/ALQ Values 

2 

835.166,301.991 

1101.1845,778.6550 

&35.165 

56.511, 1613.821 

56.511, 16I3.S2J 

0/0 


NA 


i 

1197.104,873.183 

1169.8366,675.4055 

642.280 

407 912. 2541.121 
407.912,2541.121 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

884.586, 563.990 

846.9359,4SS.9787 

707.086 

140.467, 1806.205 

140,467,1806203 


NA 


3 

1068.033, 858.126 
895.7948,5! 7.1874 

614.503 

489.701.2099.895 

489.701.2099.895 


NA 


NOTE: Values ilsied were normal! zed by taking the original bfomericer nod dividing k by rite raartlwe of oigarselas ibnot! in question 4 vfthe weekly survey fbrr its catrcspotading week. 

1 P-vslue from Wllcoxon rank-fure teat. 

' Overall vafuea calculated by first averaging the results sums visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted re the limit 
of the ttuartifeauton (e g., '<( 234’will be used u T ,234’) for the averages across visits within s subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 147 of 264) 


Biomarfcen Cotjmue-N-ghicuronide (nmol/mg Creatinine) Analytical Lab: INBIFO 

Timepoim 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

NotvSnjoksn 

P-veiue* 

Week 1 

N 

3 

3 

0.0809 

3 

2 

0,1489 


MEAN, GEO MEAN 

8.559,4.473 

0.009,0.009 


10.895, 10.002 

0,019,0,017 



SD, SB 

8.1809,4.7232 

0.0025,0.0015 


4.8224,2.7842 

0.0092,0.0065 



MEDIAN 

8.030 

0.009 


12.975 

0.019 



MIN, MAX 

0.656,16.992 

0.007.0.012 


5.382, 14.329 

0,012,0.025 



5%, 95% 

0.656,16.992 

0.007,0.012 


53 62, 14.329 

0.012,0.025 



# of BLQ/ALQ Values 

0/0 

3/0 


n/n 

2/0 


Week 2 

N 

3 

4 

0.0518 

3 

3 

0.0809 


MEAN, GEO MEAN 

10.188,7.646 

0.010,0.009 


10.396,9.817 

0.017,0.015 



SD, SB 

7.6612,4.4232 

0.0045, 0.0023 


3.8935,2.2479 

0.0105,0.006! 



MEDIAN 

i 0.399 

0.010 


11.956 

0.017 



MIN, MAX 

2.423,17.741 

0.005,0.016 


5.964, 13.267 

0.007,0.028 



5%, 95% 

2.423,17.741 

0.005,0016 


5.964, 13.267 

0.007.0.028 



# of BLQ/ALQ Values 

(VO 

4/0 


0/0 

3/0 


Week? 

N 

2 

3 

0.1489 

3 

3 

0.0809 


MEAN, GEO MEAN 

8.121,3.076 

0.013.0.013 


10.620,9,613 

0.013,0.012 



SD, SE 

10.6292,7.5160 

0.0038, 0.0022 


5.0463,2.9135 

0.0044, 0.0025 



MEDIAN 

8.121 

0.015 


12,366 

0.015 



MIN, MAX 

0.605,15.637 

0.009, 0 016 


4.933, 14.562 

0.008, 0.016 



5%, 95% 

0.605,15.637 

0.009,0.016 


4.933, 14.562 

0.008, 0.016 



It of BLQ/ALQ Values 

(VO 

363 


0/0 

3/0 


Overall' 

N 

3 

4 

0.0518 

3 

4 

0.0518 


MEAN, GEO MEAN 

9,078, 5.749 

0.011,0.010 


10.637, 9.833 

D.017, Q.016 



SD. SE 

7.7819,4.4929 

0.0026,0 0013 


4.5283, 2.6144 

Q.0G59, Q.0Q30 



MF.nrAN 

9.215 

0.011 


12.869 

0.01? 



MIN, MAX 

1.228,16.790 

0.007,0.013 


5.426, 13.616 

0.009.0.022 



5%, 95% 

1.228,16.790 

0.007,0.013 


5.426, 13.616 

0.009, 0.022 



" p-value from Wilcoxon ratti-auto test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g„ *1,234'will be used as 1.234') for the averages across visits within a subject thus eliminating all Rl.Q/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

<Page 148 of 264) 

Bionwker: CouniiK-N-giucuronide ((nmol/mg Creaiinineycigarette per day) _ Analytical Lab: 1NBIFQ _ 


Male_ _______Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-v»W 

Smote™ 

Non-Smoker* 

P-value* 

Weekl 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.625,0.378 



0.461,0.438 




SD.SE 

0.6957.0.4017 



0.1765.0.1019 




MEDIAN 

0.349 



Q.434 




MIN, MAX 

0.109,1.416 



0299,0.649 




5%, 95% 

0.109,1.416 



0.299, 0.649 




#nfBl.Q/ALQ Values 

GAO 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.792,0.588 



0.985,0.733 




SD, SE 

0.7247,0,4184 



0.8921,0,5151 




MEDIAN 

0.520 



0.663 




MIN, MAX 

0.242,1.613 



029*, 1.993 




5%. 95% 

0.242,1.613 



0298, 1 993 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0.702, Q.363 



1.106, 0.743 




SD.SE 

0.8499, 0.6010 



1.1566, 0.6678 




MEDIAN 

0.702 



0.61 g 




MIN, MAX 

0.101.1.303 



0274,2.427 




5%, 95% 

0.101,1303 



0274,2.427 




# of BLQ/ALQ Viluei 

0/0 



0/0 



Overall'' 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.677, 0.456 



0.850,0.671 




SD, SR 

0.6795, 0.3923 



0.6878, 0 3971 




MEDIAN 

0.435 



0.643 




MIN, MAX 

0.151,1.444 



0290,1.618 




5%, 95% 

0.151,1.444 



0290,1.618 




NOTE; Valvsa listed were normalized by laking the original bio marker and dividing il by the number of cigarettes found in question 4 of die weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ *J .234’ will be tided a s ’1.2341 for the average* arrow viiita within a subject thus eliminating afl BLQ/ALQ values for the overall statistics. 


i 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Nnn-Sinokers by Gender of 24-Hour Urine Bioimrlen of Exposure by Timepoim and Overall 

(Page 149 of264l 


Biumaiker: Cotinme-N-glucuronide (ninol/L) Analytical I ah: 1NB1FO 


Timepoint 

Statistic 

Smokers 

Male 

Non-Smoker* 

p_V 

Smoker* 

Female 


Week 1 

N 

3 

3 

0.0636 

3 

Non-Smokers 

2 

P-valne* 

0.13S6 


MEAN, GEO MEAN 

12408.6,5242.0 

7.9,7.9 


6026.8, 5740.5 

7.9,7.9 



sd,se 

13952.69, 8055.59 

0.00,0.00 


2211.40,1276.75 

0,00,0.00 



MEDIAN 

8840.9 

7.9 


6081.3 

7.9 



MIN, MAX 

5*6.1,27798.7 

7.9,7.9 


3788,7, 8210.5 

7.9,7.9 



5%, 05% 

586.1,27798.7 

7.9,7,9 


3768.7, 8210.5 

7.9,7.9 



# of Bl.Q/A 1Q Va lire* 

0/0 

3/0 


0/0 

2/0 


Week 2 

N 

3 

4 

0.0319 

3 

3 

0.0636 


MEAN, GEO MEAN 

12629.9, 7483.0 

7.9, 7.9 


5993.1, 5690.5 

7.9,7.9 



SD, SE 

10235.53, 5909.49 

0.00,0.00 


2451.58, 1415.42 

0.00, 0.00 



MEDIAN 

15442.9 

7.9 


4985.9 

7,9 



MIN, MAX 

1282.0,21164.8 

7.9,7.9 


4205.6, 8787.9 

7.9, 7.9 



5% »5% 

1282.0.21164.8 

7.9,7.9 


4205.6, 8767.9 

7.9, 7.9 



ft of BLQ/ALQ Values 

M3 

4/0 


0/0 

3/0 


Weekd 

N 

2 

3 

0.1066 

3 

3 

0.0636 


MEAN, GEO MEAN 

6369.9, 1752.1 

7.9,7.9 


5670.4,5581.6 

7.9,7.9 



SD, SE 

8660.93,6124,20 

0.00,0.00 


1262 84,729.10 

0.00,0.00 



MEDIAN 

6369.9 

7.9 


5243.1 

7.9 



MIN, MAX 

245.7,12494.1 

7.9,7.9 


4676.7,7091.5 

7.9,7.9 



5*4,95% 

245.7, 12494.1 

7.9,7.9 


4676.7. 7091.5 

' 7.9, 7.9 



# of BLQ/ALQ Values 

(VO 

3/0 


0/0 

3/0 


Overall* 

N 

3 

4 

0,0319 

3 

4 

0.0319 


MEAN, GEO MEAN 

11110.S, 5596,2 

7.9, 7,9 


5896.8, 5707.7 

7.9, 7.9 



SD, SE 

9930.88, 5733.59 

0.00, 0.00 


1894.02,1093.51 

0.00, 0.00 



MEDIAN 

12141.9 

7.9 


5248.0 

7.9 



MIN, MAX 

704.6,20485.9 

7.9,7.9 


4412-5, 8030.0 

7.9, 7.9 



5%, 95% 

704.6,20485.9 

7.9,7.9 


4412.5, 8030.0 

7,9. 7.9 



" P-Yahre from Wilcoxon rank-sum test ~. . ..— 

CK^rall values calculated by fiat averaging the results across visits within a subject, then calculstiug the descriptive statistics across subjects. Count of BLQ/ALQ Ytiuss does not apply be the BLQ/ALQ values were converted to tile limit 
aftbe quantification (e g., V] .234’will be used as *1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 842 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 





PM3006438081 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Genderof 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 150 of 264) 


Biomarker Cotinine-N-glucuronide (’(nmol /L ycigarette per day) _ Analytical Lab: 1NB1FO 


Timepoint 



Male 



Female 


Statistic 

Smokers 

NOT-Smokers 

P-Yaluc* 

Smokers 

Non-Smokers 

P-vahie' 

Week 1 

V 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

932.9,443.1 



258.7,251.6 




SD,SE 

1206.8d, 696.78 



74.74,43.15 




MEDIAN 

384.4 



248.8 




MIN, MAX 

97.7,2316.6 



189.4,337.9 




5%, 95% 

97.7,2316,6 



189.4,337.9 




# of BLQ/ALQ Values 

CPQ 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

941.5,5753 



641.4,425.0 




SD.SE 

909.85,525.30 



713.24, 411.79 




MEDIAN 

772.1 



249,3 




MIN, MAX 

128.2, 1924.1 



210.3, 1464.7 




5%, 95% 

128/2, 1924.1 



210.3, 1464,7 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

541.1,206.6 



568.Q, 431.8 




SD. SE 

70725, 500.10 



531.68, 306.97 




MEDIAN 

541.1 



262/2 




MIN, MAX 

41.0,1041.2 



259.8, 1181.9 




5%, 95% 

41.0,1041.2 



259.8, 1181,9 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall’ 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

809.3,449.2 



489.3,391,7 




SD, SE 

859.41, 496.18 



411,1 B, 238,55 




MEDIAN 

578.3 



282.3 




MIN, MAX 

89.0.1760.6 



220.6.965.1 




5%, 95% 

89,0. 1750.6 



220.6, 965.1 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the ntimberoC cigarette* found in question 4 of the weekly survey forthe corresponding week. 
" P-valuo from Wilcoxpn rank-sum test. 


‘ Overall values calculated by first averaging the results across vialta within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g„ til.234’ will be used ns ’1-234') for the averages Across visits within a subject thus eliminating oil BLQ/ALQ values forthe overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 151 of264) 


Biuttrarker: NNAL (pg/24hr) _ Analytical Lab: 1NBIFO 


Timepotat 

Statistic 


Mate 



Female 

N cMt—N i i'*>k e nt 


Week! 

N 

MEAN. GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Value* 

1 

62452.500,62452.500 
NA.NA 

62452.500 

62452.500, 62452500 
NA.NA 

cm 

3 

11093.333, 10870,393 
2584,0041,1491.8755 
12480.000 

8112.000,12688.000 
8112.000, 12688.000 

3/0 

NA 

3 

178*20.667,175395.895 
41579.4956,24063.6680 
185712.000 

134125.000,216625.000 
134125.000,216625.000 

0/0 

4 

22991.800,20917.512 
10209.8955, 5I04.947B 
24310.000 

9984.000, 33363-200 

9984.000, 33363.200 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

tt of BLQ/ALQ Values 

1 

105754.000,105754.000 
NA,NA 

105754.000 

105754.000,105754.000 
NA.NA 

0/0 

3 

15461.333, 14181.935 
7107.3431,4103.4264 
16744.000 

7800.000,21840.000 

7*00.000.21840.000 

3/0 

NA 

3 

228047,333,224015.166 
34220.0312,31303.9496 
207101.000 

187425.000,289616.000 
187425.000, 289616,000 
(V0 

4 

23738.000, 23012.947 
6972.0734,3486.0367 
22464.000 

16744.000, 33280.000 
16744.000. 33280.000 

4/0 

0.0518 

Overall' 

N 

MEAN, GEO MEAN 
SD, SB 

MF.D1AN 

MIN, MAX 

5%, 95% 

1 

84103.250, 84103.250 

NA, NA 

84103250 

84103.250,84103.250 

NA,NA 

3 

13277.333,12618.293 
4767.6750,2752.6185 
14716.000 

7956.000,17160.000 

7956.000,17160.000 

NA 

3 

203434.000,200791.664 

39131.3891,22592.5180 

211863.000 

160775.000,237664.000 
160775.000.237664.000 

4 

23364,900,22194.160 

8232.4429,4115.2215 

23387.000 

13364.000,33321.600 

13364 000, 33321.600 

0.0518 


* P-vsdue torn Wilcoxon rank-sum test. 


■ Overall values calculated by first averaging the results across visits within a subject, then calculating tile descriptive statistics across subjects. Count of BLQ/ALQ values dees not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234'will be used ns '1.234’) for the averages across visits within a unmeet thus eliminating all BLQ/ALQ values far the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Betwten Snwkesx and Non-Smokers by Gentler of 24-Hoot Urine Biomarkera of Exposure by Timepomt and Overall 

(Page 152 of 2641 


Biomarker NNA1, (j>mak'24hr) Analytical Lab: 1NB1FO 


Mill*_____Female 


Timepoint 

Statiitic 

Smoketi 

Nofl-Smoksit 

P-value* 

Smoksra 

Nort-S makers 


Week! 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%.?S14 

# of BLQ/ALQ Values 

i 

298.523.298.523 

NA, NA 

298.523 

298.523.298.523 

NA. NA 

0/9 

3 

53.026,51.960 

12.3518,7.1313 

59.654 

38.775, 60.649 

38775,60.649 

3/0 

NA 

3 

854.763,838393 
199.2279,115.0243 
887.703 

641,118,1035.468 

641.118, 1035.468 

0/0 

4 

109.901,99.986 

48.8031,24.4015 

116202 

47.724, 159.476 

47.724, 159.476 

4/0 

0.0518 

Week 3 

V 

MEAN, OBO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

3%, 95% 

# of BLQ/ALQ Values 

I 

505.504, 505.504 

Na.na 

505.504 

505-5D4, 505.504 

NA. NA 
(V0 

3 

73.90J, 67.790 

33.9730, 19.6143 

80.036 

37.284, 104 395 

37.284, 104,395 

3/0 

NA 

3 

1090.066,1070.793 
259.1712, [49.6326 
989.943 

895.892, 1384.364 
895.892, 1384.364 

0/0 

4 

113.468, 1103X12 

33 3264, 16.6632 

107,378 

80.036, 159.073 

80.036,159.078 

4/0 

0.0518 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

t 

402.014,402.Q14 

NA, NA 

402,014 

402.014,402.014 

NA, NA 

3 

63466,60316 

22.7895,13,1575 

70.343 

38.030,82.025 

38.030,82.025 

NA 

3 

972.415,959.785 
187.0479,107.9922 
1012.706 

768.505.1136.034 
768.505, J 136.034 

4 

111.684,106.088 

393510,19.6755 

111.790 

63.880,159.277 

63,880, 159.277 

0.0518 


‘ P-value from Wlluoron rank-sum test. " ---- 

Overall values calculated by first averaging the results across vlaita within a subject, then calcukting the. descriptive statistics across subjects, Court of BLQ/AL-Q values does not apply u the BLQ/AU? values were converted to the limit 
Of the quantification (e.g., XI. 234’wili berated ai T.234”) for die averages across visits within a subject thus eliminating *11 BLQ/ALQ vatuae ibr the overall stwiswa. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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i 

Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 153 of 264) 


Biomarken NNAL ((pR/24hr Vci aarette per day) Analytical Lab. INB1FO 


Male_ ____Female 


Timcpoint 

Statistic 

Smokers 

Nun-Smokers 

P-vatac* 

Smokers 

Non-Smokeix 

P-valuc* 

Week I 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 35% 

H of BLQ/ALQ Values 

i 

3469.583,3469.583 
NA.NA 

3469,583 

3469.583, 3469.553 
NA.NA 

0/0 


NA 

3 

12430.719, 11664.330 
5517.4544,3185,5038 
10831.250 

7889.706, 18571.200 
7889.706, 18571.200 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

5875.222, 5875.222 

NA, NA 

5875222 

5875.222, 5875.222 

NA, NA 

0/0 


NA 

3 

15171.572,14019.226 
776(9.4921,4485.7184 
(1025,000 

10355.050,24134.667 

10355,050,24134.667 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

I 

4672.403,4672.403 

NA, NA 

4672.403 

4672.403. 4672403 
NA.NA 


NA 

3 

13801.146, 12884.990 
6504.6507, 3790.1 029 
10593.150 

9457.353,21352.934 

9457J53.2I352.934 


NA 


NOTE: Values listed were normalized by taking the original biomarkerand dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acroas subjects. Count of BLQ/ALQ values does not apply as rite BLQ/ALQ values were convened to the limit 
of the quantification (e.g., v rl.23'l , willbeueedas ‘1.23 4") forth* averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL glue data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 154 of 2641 


Biomarker: NNAL f(pmob'24hrVciearcttc per day! Analytical Lab: tNBlf-0 


Male 




Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-value" 


Smokers 

Non-Smokers 

P-vafae* 


Week i 

N 

1 

NA 

3 


MEAN, GEO MEAN 

16.585,16585 


59.419,55.755 


SD, SE 

NA, NA 


26.3732,15.2266 


MEDIAN 

16.585 


51.773 


MIN, MAX 

16585,16.585 


37.713, 88.770 


5%, 95% 

NA, NA 


37.713, 88.770 


H of BLQ/ALQ Values 

0/0 


(I/O 

Week 3 

N 

i 

NA 

3 


MEAN, GEO MEAN 

28.084.28.084 


72,520,67.012 


SD, SE 

NA, NA 


37.1383,21.4418 


MEDIAN 

28.084 


52.700 


MIN, MAX 

28.084,28.084 


49.497, 115.364 


554.95% 

NA.NA 


49.497.113.364 


# of BLQ/ALQ Values 

0/0 


(V0 

Overall’ 

N 

! 

NA 

3 


MEAN, GEO MEAN 

22335, 22.335 


65.970,61 591 


SD, SE 

NA, NA 


31,3788, 18.1166 


MEDIAN 

22.335 


50.635 


MIN. MAX 

22335.22.335 


45.207,102.067 


5%. 95% 

NA,NA 


45.207,102.067 


NOTH: Values listed were uormaljaed by taking tlie original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the coTresponding week, 

' P-value from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'el J234’will be used as '1.234*1 Forth- average* across viaita within a subject thus eliminating all Ft LQ/ArQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Biomarker NNAL (de/ide Creatinine) 

Table 14 2.2-2 

Statistical Comparison Between Smokejs and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure hy Timepoint and Overall 

(Pa£e 155 of 254) 

Analytical tab: INBIFO 





Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-vatus" 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

i 

29.054.29.054 

NA.NA 

29.054 

29.054, 29.054 

NA.NA 

0/0 

3 

5.550,5.315 

1.9500,1.1258 

5.462 

3.645, 7.542 

3.645,7.542 

3/0 

NA 

3 

164.779,140.477 
113.3532. 65.4445 

128.848 

73.746,291.743 

73.746, 291.743 

n/n 

4 

20.888,17,821 
11.5119,5.7559 

22-261 

6.731,32.298 

6.731,32.298 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

4 of BLQ/ALQ Values 

1 

58.056,58.056 

NA, NA 

58.056 

58.056, 58.056 

NA, NA 

0/0 

3 

6.737,6.297 
2.7931,1.6126 

7.202 

3.741,9.269 

3.741,9.269 

V0 

NA 

3 

158.882, 148.769 
71.3089,41.1702 

139.892 

98.991.237.764 

98.991.237.764 

m 

4 

26.820, 23.491 

17.2384, 8.6192 

20.497 

14.286, 52.000 

14.286, 52,000 

4/0 

0.0518 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

1 

43.355,43.555 

NA, NA 

43555 

43.555, 43.555 

NA NA 

3 

6.144,5.814 

2.3621,1.3638 

6.332 

3.693, 8.406 

3.693,8.406 

NA 

3 

161.831, 145,379 
92.3086, 53 ,2944 

134.370 

86.369,264.754 

86.369, 264.754 

4 

23.854,21.132 

12,9278, 6.4639 

27.483 

10.509,39.94t 
10.509,39.941 

0.0518 


* P-vatae from Wilcoxon rank-aum teat. .... 

' Overall value* calculated by first averaging the results across visits within a subject, then calculating the descriptive gtadstlo across subjcca. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the hum 
ofitie quantification (eg., ’elWwill be used as 1234’) firr the averages across visits within a subject thus eliminatins all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcre of Exposure by Timepoint and Overall 

(Page 156 of 264) 


Biomarken NNAL (nmol/mg Crcuininel 

Analytical Lab: INBIFO _ 





Timepoint 



Mate 



Female 


Sattaic 

Smokers 

Nou-S makers 

P-vahie" 

Smokers 

Non-Smokers 

P-value’ 

Week I 

N 

i 

3 

NA 

3 

4 

0,0518 


MEAN. GEO MEAN 

0.139,0.139 

0.026,0.025 


0.788, 0.672 

0.100, 0.085 



SD, SE 

NA.NA 

0.0095,0.0055 


0.5419,0.3129 

0.0549, 0.0274 



MEDIAN 

0.139 

0.026 


0.616 

0.107 



MIN, MAX 

(1.139,0.139 

0.017,0.036 


0.353, 1395 

0.032,0.154 



5%, 95% 

NANA 

0.017,0.036 


0.353, 1395 

0.032, 0.154 



H of DLQ/ALQ VbIiks 

(VO 

3/0 


ora 

4/0 


Week 3 

N 

1 

3 

NA 

3 

4 

0.0518 


MEAN, GEO MEAN 

0.278,0.278 

0.032,0.030 


0.760,0.711 

0.128,0.112 



SD, SE 

NANA 

0.0131,0.0076 


U.34I2, 0.1970 

0.0826, 0.0413 



MEDIAN 

0278 

0.034 


0.669 

0.098 



MIN. MAX 

0.278,0.278 

0.018, 0.044 


0373, 1.137 

0.068, 0349 



5%, 95V. 

NA, NA 

0.018, 0.044 


0.473, 1.137 

0.068, 0.249 



# of BLQ/ALQ Values 

ora 

3/0 


(V0 

4/0 


Overall' 

N 

i 

3 

NA 

3 

4 

0.0518 


MEAN, GEO MEAN 

0.209,0.209 

0.029,0.028 


0.774,0.695 

0,114,0,101 



SD, SE 

NANA 

0.0110,0.0064 


0.4413,0.2548 

0.0618, 0.0309 



MEDIAN 

0209 

0.030 


0.643 

0.108 



min, max 

0.209,0.209 

0.018,(1040 


0.413.1.266 

0.050. 0.191 



5%. 95% 

NA. NA 

0.018,0.040 


0.413,1.266 

a.050, Q.i9i 



* P-value from Wilcoxon rank-sum teBt. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<l .234' will be used as 1.234} for the average* across visit* within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


Final Draft: 25 March 2003 


Page 849 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006438088 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers ami Non-Smokers by Gentler of 24-Hour Urine Biomariters of Exposure by Ttmepoint and Overall 

(Page 157 of 264) 

Biomacken NN AL ((pfi/mg CreatinineVcigarette per day) _ Analytical Lab: INBIFQ _ 


Male_ __female 


Timcpoiut 

Statistic 

Smokers 

Non-Smokers 

P-vahre’ 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

it of BLQ/ALQ Values 

i 

1.514,1.514 

NA.NA 

1.614 

1.614,1.614 

NA.NA 

0/0 


NA 

3 

13.318,9.342 

13.7719,7.9512 

6.442 

4.338.29.174 

4.338.29.174 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ffof BLQ/ALQ Values 

1 

3.225,3.225 

NA.NA 

3.225 

3-225,3.225 

NA, NA 

oro 


NA 

3 

10.877,9.310 

7.7615,4.4811 

6.995 

5.823, 19,814 

5.823, 19,814 

0/0 


NA 

Overall* 

] 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

1 

2.420, 2.420 

NA, NA 

2.420 

2.420, 2.420 

NA.NA 


NA 

3 

12.098,9,421 

10.7664, 6.2160 

6,719 

5.081,24,494 

5.081,24.494 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wllcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the JBLQ/ALQ values were convened to the limfcr 
of the quantification (c.g., .234’will be used as T 1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ Ynluca for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkecs of Exposure by Timepoim and Overall 

(Page 158 of264} 


Biomarken NNAL ((pmol/mg Creatinineycigareire per day} Analytical Lab: 1NBIFQ 





Male 


Fcinak 


Ttmepohn 

Statistic 

Smokers 

Non-Sinoken 

P-value* Smokers 

Non-Smokers 

P-valuc 1 

Week! 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

flnfBl.Q/ATG! Values 

i 

0.008,0.008 

NANA 

0.008 

0.008,0.008 

NANA 

(V0 


NA 3 

0.064,0.045 

0.0660, 0.0381 

0.031 

0.021, 0.140 

0.021,0.140 

0/0 


NA 

Week3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/ALQ Values 

1 

0.015,0.015 

NA, NA 

0.015 

0.015,0.015 

NA, NA 
!V0 


NA 3 

0.052, 0.044 

0.0373, 0.0215 

0.033 

0.028, 0.095 

0.028, 0.095 
(V0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

I 

0.012,0.012 

NANA 

0.Q12 

0.012, 0.012 

NANA 


NA 3 

0.058,0.046 

0.0518, 0.0299 

0.032 

0.025, 0.118 

0.025, 0.1 IS 


NA 

NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly suivey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall valucB calculated by first averaging tbs results across visits within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ values does not ajjply u the BLQ/A.LQ values were converted to the limit 
of the quanuficatkin (e.g., ’<1will be rwd ’1.734^ for the averages aevras visits within a subject thus eliminating ail Bl.Q/Al.Q vahies for the overall statistics. 


NOTE: The NNAL andNNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated., and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Be-tween Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 159 of264} 


Biomarker. NNAL (pg/mL) _ Analytical Lab: INBIFQ 




Male 



Female 


Thncpomt Statistic 

Smoker* 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 N 

1 

3 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

83.3, 83.3 

10.4, 10.4 


135.9,133.2 

10.4,10.4 


SD.SE 

NA, NA 

0,00, 0.00 


33.85,19.55 

0.00, 0.00 


MEDIAN 

833 

10.4 


12722 

10.4 


MIN, MAX 

83.3, 83.3 

10.4, 10.4 


107.3,173.3 

10.4,10.4 


5%, 95% 

NA, NA 

10.4,10,4 


107.3,1733 

10.4,10.4 


# of BLQ/ALQ Values 

o/o 

3/0 


0/0 

4/0 


Week 3 N 

1 

3 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

46.0,46.0 

10.4,10.4 


189.5,178.6 

10.4,10.4 


SD, SE 

NA, NA 

0.00, 0.00 


82.91,47.87 

0.00,0.00 


MEDIAN 

46.0 

10.4 


157.4 

10.4 


MIN, MAX 

46.0,46.0 

10.4, 10.4 


127.5, 283.7 

10.4,10.4 


5%, 25% 

NA, NA 

10.4, 104 


[27.5, 283.7 

10.4, 10.4 


# of BLQ/ALQ Values 

(VO 

3/0 


(VO 

4/0 


Overall' N 

I 

3 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

64.7, 64.7 

10.4, 10.4 


162.7, 156.3 

10.4, 10.4 


SD.SE 

NA, NA 

0.00, 0.00 


58.30, 33.66 

0.00, 0.00 


MEDIAN 

64.7 

10.4 


142,3 

10.4 


MIN, MAX 

64.7, 64.7 

104, 10.4 


117.4, 228.5 

10.4, 10 4 


5%, 55% 

NA, NA 

10.4, 10.4 


117.4,228.J 

10.4,10.4 



" P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quandficatkm (e.g., .234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


i 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine B iomarkeis of Exposure by Tmtepoint and Overall 

[Page 160 of 2641 


Biomsrker:NNAL(Dmol/U Analytical Lab: INBIFO 



Male 



Female 


Tinieooint Statistic 

Smokers 

Non-Smokers 

P-yjlW 

Smokers 

Nan-Smokers 

P-value* 

Week 1 N 

i 

3 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

398.2,398.2 

49.7.49.7 


649.8,636.9 

49.7,49.7 


SD, SE 

NA.NA 

0.00,0.00 


161.84,93.44 

0.00,0.00 


MEDIAN 

398.2 

49.7 


608.0 

49.7 


MTN.MAX 

398.2, 398.2 

49.7,49.7 


512.9,828.4 

49.7,49.7 


5%, 93% 

NA,NA 

49.7, 49.7 


512.9,828.4 

49.7,49.7 


4 of BLQ/ALQ Values 

0/0 

3/0 


m 

4/0 


Week 3 N 

I 

3 

NA 

3 

4 

0.0319 

MEAN. GEO MEAN 

219.9,219.9 

49.7,49.7 


906.0,853.6 

49.7,49.7 


SD, SE 

NA, NA 

0.00,0.00 


396.29,228.80 

0.00,0.00 


MEDIAN 

219.9 

49.7 


752.4 

49.7 


MIN. MAX 

219.9,219.9 

49.7,49,7 


609.5,1356.1 

49.7,49.7 


5%, 93% 

NA, NA 

49.7,49.7 


609.5.1356.1 

49.7.49.7 


# of BLQ/ALQ Values 

M 

3/0 


(VO 

470 


Overall' N 

1 

3 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

309.1,309.1 

49,7,49.7 


777.9,747.1 

49.7,49.7 


SD, SE 

NA, NA 

0.00, 0.00 


278.70,160.91 

0.00,0.00 


MEDIAN 

309.1 

49.7 


680.2 

49.7 


MIN, MAX 

309.1,309.1 

49.7, 49.7 


561.2.1092.3 

49.7.49.7 


5%, 95% 

NA. NA 

49.7, 49.7 


561.2,1092.3 

49.7,49.7 



* P-value from Wilcoxon rank-sum tost. 

’ Overall values calculated by first averaging the results across visits within s subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’will be used as 1.234') for the averages across visiia within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 

NOTE: The NNAL and NNAL-gluc data, is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Srnokera and Non-Smokers by Gender of 24-Hcwr Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 161 of 264) 


Biomarker: NNAL ((pit/mLl/cigarette pet day) Analytical Lab: 1NB1F0 


Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-valtre* 


Week t 

N 

I 

NA 

3 


MEAN, GEO MEAN 

4.6,4.6 


9.2.8.9 


SD.SE 

NA.NA 


323,1.87 


MEDIAN 

4,6 


8.7 


MIN, MAX 

4.6,4.6 


6.3,12,7 


53i 95% 

NA.NA 


6.3,12.7 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

1 

NA 

3 


MEAN, GEO MEAN 

2.6,2.6 


11.6,11.2 


SD.SE 

NA.NA 


3,59,2.07 


MEDIAN 

2.6 


13.1 


MIN, MAX 

2.6, 2.6 


7.5,142 


5%, 2534 

NA.NA 


7.5,14,2 


# of BLQ/ALQ Values 

tw 


0/0 

Overall' 

N 

1 

NA 

3 


MEAN, GEO MEAN 

3.6,3.6 


10.4,10.) 


SD.SE 

NA.NA 


3.14,1.81 


MEDIAN 

3.6 


11.5 


MIN, MAX 

36,3.6 


6.9, 12.9 


5%, 93% 

NANA 


6.9. 12.9 


NOTE: Values listed were normalized by taking tile original biomarker and dividing it by the number of cigarettes (bund in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits witbin a subject, then calculating the descriptive statistics across subjects. Count ufBLQ/ALQ values does not apply u the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., 'el.234’will bo used as 1.234') for the averages across viaita within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2 2 

Statistical Comparison Between Smokers anti Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 162 of 264) 


Biotnarkcr: NN AL ((pmol/Ly rig arette per day) Analytical Lab: INBIFQ 


Mate_ _ Female 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

i 


NA 

3 


NA 


MEAN, GEO MEAN 

22.1,22.1 



44.1.42.4 




SD, SE 

NA,NA 



15.48,8.94 




MEDIAN 

22.1 



41.4 




MIN, MAX 

22.1,22.1 



30.2, 60.8 




5%, 95% 

NA,NA 



302, 60,8 




# of BLQ/ALQ Values 

m 



0/0 



Week 3 

N 

i 


NA 

3 


NA 


MEAN, GEO MEAN 

12.2,12.2 



55,5, 53.4 




SD, SE 

NA.NA 



17.14,9.89 




MEDIAN 

12 2 



62.7 




MIN, MAX 

12.2,12.2 



35.9, 67.8 




5%, 95% 

NA.NA 



35.9, 67.8 




U of BI.Q/ALQ Values 

0/0 



0/0 



Overall' 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

1722, 172 



49.S,48,2 




SD, SE 

NA.NA 



14.93, 8.62 




MEDIAN 

172 



54,6 




MIN, MAX 

17.2,17.2 



33.1,61 8 




5%, 95% 

NA, NA 



33.1,61.8 




NOTE: Vibes Hated were normalized by taking the original biomarker and dividing it by the number of ciprettes found m question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics scrim subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be i^scd as *1.234*) for the averages acrosa visits within a subject thus eliminating oil BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tinrepoint and Overall 

(Page 163 of 264) 


Bipraariter. NNAL plusNNAL-giuc(pg.24hr) Analytical Lab; 1NBIFQ 





Male 



Farnate 


Timepoim 

Statistic 

Smokers 

MonSmokrrx 

P-v»!ue* 

Smokers 

Non Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of B1.Q/AT.Q Values 

i 

I52S50.000,152850.000 
NA,NA 

152850.000 

132850.000,152830.000 
NA,NA 

0/0 

3 

11093.333, 10870.393 
2584.0041,1491.8755 
12480.000 

8112.000, 12688,000 

8112.000, 12688.000 

3/0 

NA 

3 

681789.333,669555.039 
156190.6096,90176.6905 
686875.000 

5231)8.000,835375.000 

5231 18.000,835375.000 

C/D 

4 

22991.800,20917.512 
10209.8955,5104.9478 
24310.000 

9984.000,33363-200 

9984.000, 33363.200 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

t of BLQ/ALQ Values 

1 

413080.000,413080.000 
NA.NA 

413080.000 

412080.000,413080.000 
NANA 

0/0 

4 

23536.500, 19211.985 
17161-2786, 85B0.6393 
19292.000 

7800.000,47762.000 
7800.000.47762.000 

3/0 

NA 

3 

542731.000,634249.181 
132354.3168, 76414.8004 
571809.000 

560952.000, 795432.000 
560932.000,795432.000 

0/0 

4 

23738.000,23012.947 

6972.0734.3486.0367 

22464.000 

16744.000, 33280.000 
16744.000. 33280.000 

4/0 

0.0518 

Overall* 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

1 

282965.000,282965,000 
NANA 

282965,000 

282965.000.282965.000 

NA, NA 

4 

21898,500,17600.341 

17676.3083,8838.1542 

15938.000 

7956.000.47762.000 

7956.000,47762.000 

NA 

3 

662260.167, 661662.957 
34507.7257, 19923.0447 
659275.000 

629342.000.698163.500 
629342.000,698163.500 

4 

23364.900, 22194,160 
8232.4429,4116.2215 
23387.000 

13354.000.33321.600 

13354.000,33321.600 

0.0518 


■ P-value from Wllooxon rani-sum test. 

' Overall values calculated by first averaging the results acrvrsa visits within a subject, then calculating the descriptive sfirtisiics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of tbs quantification (e.g., r< i .234'will be used as 1.234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Tabic 14.2.2-2 

StafistiL’al Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint anil Overall 

(Pa*! 164 of 2641 


Biomarker NNAL plus NNAL-gluc (pmol/24hr) Analytical Lab: INBIFO 


Male _ _Female 


Tinjcpomt 

Statistic 

Smokers 

Non-Smokers 

P-vatue* 

Smokers 

Non-smokers 

P-value - 

Week l 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5% 55% 

tt afBLQ/ALQ Values 

i 

733.623.730.623 
NA,NA 

730.623 

730.623.730.623 

NA, NA 

0/0 

3 

53.026, 51.960 
12.3518,7.1313 

59.654 

38.775, 60.649 

38.775, 60.649 

3/0 

NA 

3 

3258.953,3200.473 

746.5914,431.0447 
32B3263 

2500.504,3993.093 

2500.504,3993.093 

am 

4 

109.901,99.986 

48.8031.24.4015 

116.202 

47.724, 159.476 

47.724, 159.476 

4/0 

0.0518 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

1974.522,1974.522 

NA, NA 

1974.522 

1974.522, 1974.522 

NA, NA 
(V0 

4 

112.504,91.833 

82.0308,41.0154 

92,215 

37.284.228.302 

37284.228.302 

3/0 

NA 

3 

3072 J54,3031.711 
632.6535,36522627 
2733.247 

2681.351.3802.165 

2683.351.3802.165 
(VO 

4 

113.468,110-002 

333264,16.6632 

107.378 

80.036,159.078 

80.036,159.078 

4/0 

O.OJIS 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

1 

1352.573, 1352.573 

NA, NA 

1352.573 

1352.573,1352.573 

NA, NA 

4 

104.675,84.130 

84.4924, 42.2462 

76.(84 

38.030,228,302 

38.030, 228.302 

NA 

3 

3165,604,3162.749 
164.9470,95.2322 

3151,335 

3008.255,33372222 
3008.255,3337,222 

4 

111.684,106.088 

393510,19.6755 

111.790 

63.880, 159.277 

63.880,159.277 

0.03 IS 


' P-va!ue from Wilcoxon rank-aunt test. 

' Overall values! calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count afBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of die quantification (e.g., VI.234’ will be used as '12341 for the averages across visits within i subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 165 of 264) 


Biomarker NJv'AL plus NNAL-gluc (ipgTMhtl/cigarette per day] _ Analyiical Lab: 1NBIFO 





Male 



Female 


Timcpomt 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBT.Q/AIQ Values 

I 

8491.667, 8491.567 
NA.NA 

849L.667 

8491.667, 8491.667 

NA, NA 

m 


NA 

3 

45265.085,44527.329 
9590.2148,5536.9131 
49139.706 

34343.750.52311.800 

34343.750.52311.800 
(Vfi 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

1 

22948.889,22948.889 
NA, NA 

22948.889 

22948.889,22948.889 

NA.NA 

070 


NA 

3 

42624.542, 39692.324 
20609.5428,11898,9251 
32997.176 

28590.450, 66286.000 
2X590.450, 66286.000 

an 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN. MAX 

5%, 95% 

1 

15720.278, 15720278 
NA, NA 

15720.278 

15720.278,15720.278 
NA, NA 


NA 

3 

43944.814, 42475.372 
14137.0935, 8162.0547 
41068.441 

31467.100. 59298.900 

31467.100, 59298.900 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQM.LQ values were converted to the limit 
of the quantification (e.g., '<1-234'will be used as 1 234' for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 16b of 264) 


Biomarker: NNAL plus NNAL-gluc ((prool/24hrycigarette per day) _ Analytical Lab; INB1FO ____ 

_Male_ _Female 


Timepoint 

Statistic 

Smokera 

Non-Smokets 

P-va!ue* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

534,95% 

# uf BLQ/ALQ Values 

1 

40.590.40.590 

NA.NA 

40.590 

40590.40.590 

NA, NA 

(VO 


NA 

3 

216.367,212.841 

45.8412,26.4664 

234.888 

164.163,250.050 

164.163,250.050 

00 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

3%, 95% 

# of BLQ/ALQ Values 

1 

109.696,109.696 

NA.NA 

109.696 

109.696, 109.696 

NA.NA 

0/0 


NA 

3 

203.745,189.729 
98,5136,56.8768 

157.727 

136.662,316.847 

136.662,316.847 

0/0 


NA 

Overall’ 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

3*4, 95% 

1 

75.143,75.143 

NA, NA 

75.143 

75.143,75.143 

NA.NA 


NA 

3 

210.057,203.033 

67.5752,39.0146 

196308 

150.413,283.449 

150.413,283.449 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilooxon rank-stim test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQt'ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
oftbe quantification (e.g., Vl.234’will be used as 1.234’) lor ilte averages across visits within a aubjeci thus eliminating all ULQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14-2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gende r of 24-Hour Urine Biomarfcers of Exposure by Timepoint and Overall 

(Page 167 of264) 


Biomtuker. NN AL plus NNAL-eIuc (ugintg Cwaiioiae) _ Analytical Lab. 1NB1FQ 


Timetjornf 



Male 



Female 

-- 

— 

Statistic 

Smokers 

Npis-Snx>k«3 

P-value* 

S makers 



-w- - 

Week I 

N 

MEAN, GEO MEAN 

SO, SE 

MEDIAN 

MTM, MAX 

5%. 95% 

# of BLQ/ALQ Values 

i 

71.110,71.110 

NANA 

71.110 

71.110,71.110 

NA.NA 

0/D 

3 

5.5 JO, 5.315 
1.9500,1.1258 

5.462 

3.645, 7.542 

3.645,7542 

340 

NA 

3 

563.217, 536 255 
2253635,130.1137 
459.313 

408550,821.789 

408550, 821.789 

0/0 

4 

20.8SS, 17.821 

115119, 5.7559 

22261 

6,731,32298 

6731,32.298 

4/0 

0.0518 


Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

P of BLQ/ALQ Values 

1 

226.768, 226.768 
NA.NA 

226.768 

226.768, 226.768 
NANA 

0/0 

4 

11,728,9.037 

10.2390,5.1195 

8.236 

3.741,26,701 

3.741,26.70! 

3/0 

NA 

3 

445.179,421-205 
185.5327,107.1173 
386.243 

296,273, 653.021 

296273, 653.021 

WO 

4 

26.820,23.491 
[7.2384,8,6192 

20.497 

14.286,52,1)00 

14286, 52.000 

4/0 

0.0518 


Overall* 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

I 

148.939,148.939 
NANA 

148.939 

148.939,148.939 
NANA 

4 

11283,8.512 

10.4580,52290 

7.369 

3.693,26.701 

3.693,26.701 

NA 

3 

304.198,480.170 
202.2006, 116.7406 
397297 

377.793, TJ7.405 

377.793, 737.405 

4 

23,854,21.132 

12.9278, 6.4639 

22,483 

10.509,39.941 

10.509, 39,941 

0,05 IS 



' P-value from Wilcox on rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then ulcuhling rlic descriptive siauaicsacroMsubJet.il!. Count of BIQ/ALQ values does noi apply as the BLQ/ALQ values were converted to the limit 

of the unification (e.g.. kl .234’will he used ss B .2M 1 ) for the averages across visits withiri a subject thus climSiusting all BhQ/ALQ vnh« for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkcts of Exposure by Timepoint and Overall 

(Page 168 of 264) 





Male 



Female 

P-valuc* 

Week 1 

N 

1 

3 

NA 

3 

4 

0.0518 


MEAN, GEO MEAN 

0.340,0.340 

0.026, 0.025 


2.692,2.564 

0,100,0.085 



SD, SE 

NA.NA 

0.0095, 0.0055 


1.0770,0.6218 

0.0549,0.0274 



MEDIAN 

0340 

0.026 


2.196 

0.107 



MIN, MAX 

0.340,0.340 

0.017, 0.036 


1.953,3.928 

0.032,0.154 



5%, 95% 

NA, NA 

0.017,0.036 


1.953,3.928 

0.032,0.154 



K ofBLQ/ALQ Values 

0/0 

3/0 


(VO 

4/0 



N 

i 

4 

NA 

3 

4 

0.0518 


MEAN. GEO MEAN 

1.0S4,1.084 

0.055,0.043 


1128,2.013 

0.128,0.112 



SD. SE 

NA.NA 

0.0492,0.0246 


0.8867,0.5119 

0.0826,0.0413 



MEDIAN 

1.084 

0.039 


1.846 

0.098 



MIN, MAX 

1.084, 1.084 

0.015,0.128 


1.416,3.121 

0.068, Q.249 



5%, 95% 

NA, NA 

0.018,0,128 


1.416,3.121 

0.068, 0749 



# ofBLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 



N 

, 

4 

NA 

3 

4 

0.0518 


MEAN, GEO MEAN 

0.712,0.712 

0.054,0.041 


2.410,2795 

0.114,0.101 



SD, SE 

NA, NA 

0.0501,0.0251 


0.9665,0.5580 

0.0618,0.0309 



MEDIAN 

0712 

0.035 


1.900 

O.ltJS 



MrN, MAX 

0712, 0.712 

0.018,0128 


1.806,3.525 

0.050,0.191 



5%, 95% 

NA, NA 

0.018,0128 


1.806, 3.525 

0.050,0.191 



■ P-value from Wllcoxon rank-sum test. ... . , 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g.. 'cl .234’will be used as 1,2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ vs hies for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. Tire assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tirrvepoint and Overall 

(Page 169 of 264) 


Rinmarker: NNAL rius NNAL-duc ((DC.'nic Creatminel/ciraretle per day] 

Analytical Lab: 1NB1FO 








Male 



Female 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value* 

W«kl 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

i 

3.951.3.951 

NANA 

3.951 

3.951.3.951 

NANA 

(V0 


NA 

3 

43,208,35.663 

33.9101,19.5780 

27.018 

20.428. 82.179 

20.428, 82.179 

0/0 


NA 

Woek3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

§ of BLQ/ALO Values 

1 

12.598, 12.598 

NA, NA 

12.598 

12.598, 12.598 

NA, NA 

0/0 


NA 

3 

30.386, 26.360 

20.8336,12.0283 

19.312 

17 428, 54.418 

17.428, 54.418 

043 


NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

1 

8.275, 82175 

NANA 

8.275 

8.275. 8.275 

NA.NA 


NA 

3 

36.797,31.127 

27.3066, 15.7655 

222223 

19.870, 68.299 

19.870,68.299 


NA 


NOTE: Values listed were normalized by taking the original biomarfcer ami dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-vaEue from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the result* across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .234’will be used as *1,234} for the averages across visits within a subject thus eliminating all BLQ/ALQ YthKS for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomaikers of Exposure by Timepoint and Overall 

(Page 170 of 264) 


Biomarken NNAL plus NNAL-eluc ((pmol/mg Creatinine Vcifisrette per day) 

Analytical Lab: INB1FO 






MjJc 



Female 


Tlmepctot Statistic Smokers 

Non-Stnokeis 

P-value* 

Smokers 

Non-Smokers 

P-value’ 


Week I 

N 

1 

NA 

3 


MEAN. OEO MEAN 

0.019,0.019 


0.207. 0.171 


SD.SE 

NA.NA 


0,1621,0.0936 


MEDIAN 

0.019 


0.129 


MIN. MAX 

0.019,0.019 


0.098,0393 


554, 9554 

NANA 


0.098,0.393 


# ofBLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

1 

NA 

3 


MEAN, QEO MEAN 

0.060,0.060 


Q.K5,0.126 


SD.SE 

NANA 


0.0997, 0.0576 


MEDIAN 

O.OfiO 


0.092 


MIN, MAX 

0.060, 0.060 


0.083, 0260 


5%, 9554 

na,na 


0.083,0/260 


it ofBLQ/ALQ Values 

0/0 


(V0 

Overall' 

N 

1 

NA 

3 


MEAN, GEO MEAN 

0.040,0.040 


0.176, 0.149 


SD.SE 

NANA 


0.1309, 0.0756 


MEDIAN 

0.040 


0.106 


MIN, MAX 

0.040,0.040 


0.095, 0.327 


554. 9554 

NANA 


0.095.0.327 


NOTE: Yftlucs listed were normalized by taking the original bjornuker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


* P-vahie from WUcoxon rank-sum test, 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acrusa subjects. Count ofBLQ/ALQ values docs not apply as the BLQ/ALQ values were converted tu the limit 
of the quantification (c.&, *<l.234* will be used ua T.234^ for the averages acroae vUHs within a subject thus eliminating all BLQ/ALQ values far the overall statistics. 


NOTE: The NNAL andNNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14 2 2-2 


Bionurkei. NNAL p[us NNAL-«Iuc (pft/mL) 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

[Page 171 of 264) 

Analytical Lab: INBIFO 




Male 



Female 


Tiaiepoinf Statistic 

Smokers 

Nao-Smoken 

P-value* 

Smokers 

Non-Smokers 

P-vaJoc* 

Week 1 N 

1 

3 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

203.8, 203.8 

10.4,10.4 


525.4,508.6 

10.4,10.4 


SD.SE 

NA, NA 

0.0(1, 0.00 


156.40,90.30 

0.00,0.00 


median 

203.S 

10.4 


549,5 

10.4 


MIN, MAX 

203.8, 203,8 

10.4, 10.4 


358-3,668.3 

10.4, 104 


5%, 93% 

NA. NA 

10.4.104 


358.3, 668.3 

10.4,104 


# of BLQ/ALQ Values 

010 

3/0 


(V0 

4/0 


Week 3 N 

1 

4 

NA 

3 

4 

0,0319 

MEAN, GEO MEAN 

179.6, 179.6 

17.0,14,3 


532,4, 505.6 

10.4,104 


SD.SE 

NA, NA 

13.15,6.58 


218.76,126.30 

0.00,0.00 


MEDIAN 

179.6 

104 


4325 

10.4 


MIN. MAX 

179.fi, 179.fi 

104, 36.7 


381.6,783.3 

10.4,104 


5%. 95% 

NA, NA 

10.4.36.7 


381.6,783.3 

104,10 4 


#of BLQ/ALQ Values 

an 

3/0 


(VO 

4/0 


Overall* N 

i 

4 

NA 

3 

4 

0.0319 

MEAN, OEO MEAN 

191.7, 191.7 

17.0,14.3 


528.9,317.1 

104, 104 


SD.SE 

NA, NA 

13.15, 6.58 


135.59.78.28 

0.00,0,00 


MEDIAN 

191.7 

10.4 


525.0 

10-4 


MIN, MAX 

191.7, 191.7 

10.4,36.7 


395.3,666.4 

10.4,10.4 


5%, 95% 

NA.NA 

10.4, 36.7 


395.3,666.4 

10,4,10.4 



‘ P-value from WOcoxon rank-sum test. 

’ Overall values calculated by first averaging the rcaulta across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tbe BLQ/ALQ values were converted to the limit 
of the quantification (e.g., VJ .234'will be used as '1.2347 for the averages across Wails within a subject thus eliminating all BLQ/ALQ values for the overall statistics 


NOTE: The NNAL and NNAJ. gluc data is presenter! for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14 2-2-2 

Statistical Cnmparisan Between Smokers and Non-Smokers by Gender of 24-Hocr Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 172 of264) 


Biomaitcr- NNAL plus NNAL-cluc Ipmot/L) Analytical Lab: fNBlFO 




Male 



Female 


Timeromt Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 N 

1 

3 

NA 

3 

4 

0.0319 

MEAN. GEO MEAN 

974 2. 974-2 

49.7,49.7 


25113,24312 

49.7,49.7 


SD.SE 

NA.NA 

0.00,0,00 


747.60,431.63 

0.00, 0.00 


MEDIAN 

9742 

49.7 


2626.6 

49.7 


MIN, MAX 

974.2, 974.2 

49.7,49.7 


1712.7,3194.5 

49.7,49.7 


5%, 95% 

NA.NA 

49.7,49.7 


1712.7, 3194.5 

49.7,49.7 


It of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4 JO 


Week 3 N 

1 

4 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

858.5, 858.5 

81.1,68.1 


2544.9, 2416.6 

49.7,49.7 


SD, SB 

NA.NA 

62.85,31.43 


1045.70, 603.74 

0.00,0.00 


MEDIAN 

858.5 

49.7 


2066.4 

49.7 


MIN, MAX 

858.5, B58.5 

49.7,175.4 


1 S24.0,3744.2 

49.7,49.7 


5%, 95*4 

NA, NA 

49.7,175.4 


1824.0,3744.2 

49.7,49.7 


# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Overall’ N 

1 

4 

NA 

3 

4 

0.0319 

MEAN, GEO MEAN 

916.4,916.4 

81.1,68.1 


2528.1,2471.9 

49.7,49.7 


SD.SE 

NA.NA 

62.85,31.43 


648.10,374.18 

0.00,0.00 


MEDIAN 

916.4 

49,7 


2509.3 

49,7 


MIN, MAX 

916.4,916.4 

49.7,175.4 


1889.6,3185.4 

49.7,49.7 


5%, 95% 

NA, NA 

49.7,175.4 


1889.6,3185.4 

49.7,49.7 



‘ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results serosa visits within a subject, then calculating the descriptive statistics across subject. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’cl.234 , will be used as '1.234') for the averages across visits widiin a subject thus eliminating ail BLQ/ALQ values &r the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomartceis of Exposure by Timepoint and Overall 

(Page 173 of 264) 


Biomaiker; NNAL plus NNAL-gluc ffpfi/mLVcicarettt per day) 

Analytical Lab: 1NB1FO 





' 

Time point 



Male 



Female 


Statistic 

Smokers 

Ncn-Smokeis 

P-value’ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

i 


NA 

3 


NA 


MEAN, GEO MEAN 

11.3,11.3 



34.2.33.8 




SD,SE 

NA.NA 



6.06,3.50 




MEDIAN 

112 



35.8 




MrN, MAX 

112,112 



272,392 




5%, 95% 

NA.NA 



27.5,392 




It of BLQ/ALQ Values 

(V0 



0/0 



Week 3 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

10.0,10.0 



32.5,31.6 




SD,SE 

NA.NA 



8.92,5.15 




MEDIAN 

10.0 



36.0 




MIN, MAX 

10.0, 10.0 



22.4, 392 




5%, 95% 

NA,NA 



22.4, 392 




ft of BLQ/ALQ Values 

0/0 



0/0 



Overall' 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

10.7,10.7 



33.4,33.3 




SD,SE 

NA.NA 



- 2.50,1.44 




MEDIAN 

10.7 



33.4 




MIN, MAX 

10.7, 10.7 



30.9, 35.9 




5%. 95% 

NA, NA 



30.9.35.9 




NOTE: V&luei listed were notmaliKd by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly' survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test, 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ mines does nut ap^jly as the BLQ/ALQ vainer were converted to the limit 
rtf the quantification (c.g., Nl.234’wiU be used S3 12340 for the averages acroaa vrilta within® subject thus etlmltudlngaii BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Iiour Urine Biomarkers of Exposure by Tintepoint and Overall 

(Page 174 of 2641 


Biomarker: NNAL plus NNAL-gluc ((pnrol/LVcieaiette per dayl _ Analytical Lab: INB1FO 


Timepoiot 



Male 



Female 


Statistic 

Smokers 

Non- Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

54.1,54.1 



163.5,161.7 




5D,SE 

NA, NA 



29.10,16.80 




MEDIAN 

54.1 



1713 




MIN, MAX 

54.1,54.1 



131.3,187.9 




514,95% 

NA, NA 



131.3,187.9 




# of BLQ/ALQ Values 

0/0 



070 



Week 3 

N 

] 


NA 

3 


NA 


MEAN, GEO MEAN 

47,7,47.7 



155.6,151-2 




SD, SE 

NA, NA 



42.47,24.52 




MEDIAN 

47.7 



172.2 




MIN, MAX 

47.7,47.7 



107.3,187.2 




5%, 95% 

NA, NA 



107.3, 1872 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall' 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

50.9,50.9 



159.6, 1593 




SD, SE 

NA,NA 



12.10,6.99 




MEDIAN 

50.9 



159.3 




MIN, MAX 

50.9,50.9 



147.6,171.8 




5%. 95% 

NA,NA 



147,6,171.8 




NOTE: Values listed were normalized by taking the original biomarker and dividing il by the number of cigarettes found in question 4 of the weekly survey fortbe corresponding waet 
* P-value from Wik»xon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. V t .234’ will betted as ’1.2341 for the averages across visits within a srirject thus eliminating all BLQ/ALQ values for the overall stalistics. 

NOTE: The NNAL and NNAL-gluc data, is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 175 of 264) 


Biomarker. NNAL-O-ducuronide (nrooL’D 

Analytical Lab; INB1FO 










Male 



Female 



Statistic 

Smokers 

Ntm-Smukcia 

P-value* 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

1 

3 

NA 

3 

4 

0.0319 



MEAN, GEO MEAN 

576.1,575.1 

0.0, NA 


1861.5,1746.5 

0.0, NA 




SD,SE 

NA.NA 

0.00,0.00 


790.35,456.3! 

0.00,0.00 




MEDIAN 

575.1 

0,0 


1798.2 

0.0 




MIN, MAX 

576.1,575.1 

0.0,0.0 


1104.7,2681.6 

O.Q, o.o 




5%, 95% 

NA,NA 

0.0,0.0 


1104.7,2681.6 

04 0.0 




#of DLQ/ALQ Values 

o/o 

3/0 


0/0 

4/0 



Week 3 

N 

i 

3 

NA 

3 

4 

0.0319 



MEAN, GEO MEAN 

638.7,638.7 

0.0, NA 


1638.9, 1562.0 

0.0, NA 




SD.SE 

NA.NA 

0.00,0.00 


650.73,375.70 

0,00,0.00 




MEDIAN 

638.7 

0.0 


1314.0 

0.0 




MTN, MAX 

638.7, 638.7 

0.0,0.0 


1214.6, 2388.1 

0.0,0.0 




5%, 95% 

NA, NA 

0.0,0.0 


1214.5, 23881 

0.0,0.0 




# of BLQ/ALQ Values 

m 

343 


0/0 

4/0 



Overall * 

N 

1 

3 

NA 

3 

4 

0.0319 



MEAN, GEO MEAN 

607.4, 607.4 

0,0, NA 


1750.2,1702.1 

0.0, NA 




SD, SB 

NA, NA 

0.00, 0.00 


473.96, 273.64 

0.00,0.00 




MEDIAN 

607,4 

0.0 


1948.1 

0.0 




MIN, MAX 

607.4, 607.4 

0.0, 0.0 


1209.4.2093.2 

0.0,0.0 




5%. 95% 

NA.NA 

0.0,0.0 


1209.4,2093.2 

00,0.0 




1 P-vafus from WUcoxoq rank-sum test ^ t . 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were coil verted to the limit 
Of the quantification (e.g., ’<1«234’ will be used as 1.234*) for the iverages across visits within a subject ihus eliminating all BLQ/ALQ values fbr the overall statistics. 


NOTE: The NNAL and NNAL-glue data is presented For informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinf and Overall 

(Page 176 of 264) 


Btomarker: NNAL-O-glucuionide ((pmoI/Lytigarette per day) Analytical Lab: 1NBIFO 


Timepcint 



Male 



female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value” 

Week 1 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

32.0,32.0 



119.4,116.1 




SD,SE 

NA.NA 



34.76,20.07 




MEDIAN 

32.0 



110.5 




MIN, MAX 

32.0, 32.0 



89.9, 157.7 




5%, 95% 

NA,NA 



89.9, 157.7 




# of BLQ/ALQ Values 

WO 



COT 



Week 3 

N 

I 


NA 

3 


NA 


MEAN, GEO MEAN 

35.5,35.5 



100.1,97.7 




SD.SE 

NA, NA 



25.34, 14.63 




MEDIAN 

35.3 



109.5 




MIN, MAX 

35,5,35.5 



71.4.119.4 




5%, 95% 

NA, NA 



71.4, 119.4 




# of BLO/ALQ Values 

0/0 



m 



Overall’ 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

33.8, 33.8 



109.8,109.7 




SD.SE 

NA, NA 



4.95,2.86 




MEDIAN 

33.8 



110.0 




MIN, MAX 

33.8,33.* 



104.7, 114.6 




5%, 95% 

NA.NA 



104.7.114.6 




NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week, 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acittta subjects. Count of BLQ/ALQ values docs not apply ts the BLQ/ALQ values wctc converted to the limit 
of the quantification (e.g., *1.234’will be need as T.234^ For the averages acrow visits within a subject thus eliminating all BLQ/ALQ values for dw overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour lirirte Biomarkets of Exposure by Timepoint and Overall 

(Page 177 of 264) 


Bioirmker. NNAL-O-alucuronide (cmoI/24hr) 

Analytical Lab: INB1FO 









Male 



Female 


Tunepoint 

Statistic 

Smokers 

Non-Smoker* 

P-vahie* 

Srookera 

Non-S nickers 

P-vaJue* 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

i 

432.075,432.075 

NA.NA 

432.075 

432.075,432.075 

NA, NA 

o/o 

3 

0.000, NA 

0.0000, 0,0000 

0.000 

0.000, 0.000 

0.000, 0.000 

3/0 

NA 

3 

2404,204,2299.057 

880.0617,508.1039 
2247.750 

1612.862, 3352.000 
1612.862,3352.000 

0/0 

4 

0.000, NA 

0.0000,0,0000 

0.000 

0.000,0.000 

0.000, 0.000 

4/0 

00319 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 9544 

# of BLQ/ALQ Values 

I 

1469.010,1469.010 

NA, NA 

1469.010 

1469.010,1469.010 

NA.NA 

0/0 

3 

0.000, NA 

0.0000, O.UOOU 

0.000 

0.000, 0.000 

0 000, 0.000 

3/0 

NA 

3 

1982.178, 1959.655 
377.8130,218.1304 
1785.462 

1743.313.2417.760 

1743213.2417.760 
<M 

4 

0.000, NA 

0.0000,0.0000 

0.000 

0.000,0.000 
0.000,0.000 

4/0 

0.0319 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5%, 95% 

I 

950.543, 950.543 

NA.NA 

950.543 

950.543, 9.50.543 

NA.NA 

3 

0.000, NA 

0,0000,0.0000 

0.000 

0.000, 0.000 
0.000,0.000 

NA 

3 

2193.191,2177.909 
325.3772,187.8566 
2015.311 

1995.532,2568.731 
1995.532,2568.731 

4 

0.000, NA 

0.0000, 0.0000 

O.OCG 

0 . 000 , 0.000 

0.000, 0.000 

0.0319 


6 P-vahw from Wilcoxon rank-sum teet. 

* Overall values calculated by first averaging the results across visit* within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c,g„ '<1.234* will be used as 1,234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.2 2 

Sialistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Riomarketx of Exposure byTimepcint and Overall 

(Page 178 of 264) 


Biomatke r: NNAL-Q-gluaironide li omoL'24h rVciparene per day] 


Analytical Lab: 1NB1FQ 


Male 



Statistic 

Smokers 

Non-Smokers 

r-Yiint* 

Smokers 

Week ! 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

9 Of BLQ/ALQ Values 

1 

24.004, 24.004 

NANA 

24,004 

24.004,24.004 

NA, NA 

0/0 


NA 

3 

156,950, 152.894 
42.5600,24.5720 
161.286 

112388,197.176 
112388,197.176 
0/0 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

81.612,81.612 

NANA 

81.612 

81.612, 81.612 

NA NA 

04) 


NA 

3 

131224, 122.638 
61.4951,35.5042 
105.027 

87.166,201.480 

87.166,201.480 

0/0 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

1 

52.808, 52.808 

NANA 

52.808 

52,808,52.808 

NA NA 


NA 

3 

144.087, 139.840 
41.2527,23.8173 
151.102 

99.777, 181.383 
99.777,181.383 


Female 


Non-Smokera 


P-value J 


NA 


NA 


NA 


"NOTE: Values lilted were normalized by taking the original biomnrker and dividing it by the number of cigarettes found in question 4 of the weekly survey fbr the corresponding week. 

' Overall TOluescatadated by first averaging the results across visits within a subject, then calculating the descriptive statistics sciose subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the Kmit 
of the quantification (e.g., ’<1 274'will be used as '1.224) for die averages across visits within a subject thus eliminating all BLQ/ALQ values fcrthe overall ttaistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-floor Urine Biomarkets of Exposure by Timepoinf and Overall 

(Page 179 of 264) 


Btuinarken NNAL-O-glucutynkic (pmul/mg Creatinine) Analytical Lab: INBIFO 

Timepomt 



Mate 



Female 


Statistic 

Srocken 

Non-Smoters 

P-vahtc* 

Smokers 

Nott-Smokcrs 

P-valuc* 

Week! 

N 

i 

3 

NA 

3 

4 

0.0319 


MEAN, GfiO MEAN 

0,201,0201 

0.000, NA 


1.90S, 1 *11 

0.000, NA 



SD, SE 

NA.NA 

0 . 0000 , 0,0000 


0.6009, 0.3409 

0.0000,0.0000 



MEDIAN 

02201 

0.000 


1.843 

0.000 



MIN, MAX 

0.201,0.201 

0.000,0.000 


1337,2534 

0 . 000 , 0.000 



5%, 95% 

NA.NA 

0.000,0,000 


1337,2534 

0.000,0 000 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

4/0 


Week 3 

N 

1 

3 

NA 

3 

4 

0.0319 


MEAN, GEO MEAN 

0.006,0.806 

0.000, NA 


1369,1302 

0.000, NA 



SD.SE 

NA.NA 

0 . 0000 . 0.0000 


0.5465,0.3155 

0 . 0000 , 0.0000 



MEDIAN 

0.806 

0.000 


I.I7S 

0.000 



wm. MAX 

0.806, 0.806 

0.000,0.000 


0.943, 1.985 

0.000,0.000 



5%. 95% 

NA.NA 

O.coo, 0.000 


0.943, 1.985 

0 . 000 , 0.000 



# of BLQ/ALQ Values 

0/0 

3/0 


(VO- 

4/0 


Overall" 

N 

1 

3 

NA 

3 

4 

0.0319 


MEAN, geo mean 

0304, 0.504 

0.000, NA 


1.637, 1382 

0.000, NA 



SD, SE 

NA.NA 

0 . 0000 , 0.0000 


0.5437,0.3139 

0.0000,0.0000 



MEDIAN 

0.504 

0.000 


1.393 

0.000 



MIN, MAX 

0504,0.504 

0.000,0.000 


1.258, 2260 

0 . 000 , 0.000 



5% 9S% 

NA.NA 

0.000,0.000 


1258,2260 

0.000,0.000 



‘ P-value ftum Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the result* across visil* wiihiu a. subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values doe snot apply as the ELQ/AIjQ values were converted to the Unfit 
of the quantification (e.g., ’<] ,234’wiJI be used u ’1.234') for the averages across visits within a subject thua eliminating ail BLQ/ALQ values fur die overall statistics. 


NOTE: The NNAL and NNAL glue data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14 22-2 

Statistical Comparison Between Smokere and Non-Smokers by Gentler of 24-Hour Urine Biomarkers of Exposure bv Timepoint and Overall 

(Page 180 of264) 


BiomaikerNNAL-Q-Rlucuionir!e|(pinolymB Creatinineyrigarette per day) Analytical Lab: 1NB1FO 


Time pc ini 



Mule 



Female 


Statistic 

Smokers 

Noir-Smokere 

P-vtdue’ 

Smokers 

Non-Smokers 

P-vahie - 

Week 1 

N 

i 


NA 

3 


NA 


MEAN. GEO MEAN 

0.011,0.011 



0.143,0.122 




SO, SE 

NA.NA 



0.0977,0.0564 




MEDIAN 

0.011 



0,108 




MIN, MAX 

0.011,0.011 



0.067,0153 




5%, 95% 

NA.NA 



0.067, 0.253 




# of BLQ/ALQ Virtues 

(V0 



0/0 



Week 3 

N 

1 


NA 

3 


NA 


MEAN, GEO MEAN 

0.043,0.045 



0.093,0.081 




SO, SE 

NA.NA 



0.0624,0.0360 




MEDIAN 

0.045 



0.059 




MIN, MAX 

0.045,0.045 



0.055,0,165 




5%, 95% 

NA.NA 



0.055,0.165 




# of BLQ/ALQ Valuei 

ao 



(V0 



Overall' 

N 

i 


NA 

3 


NA 


MEAN, GEO MEAN 

0.028, 0.028 



0.118, 0.103 




SD,SE 

NA.NA 



0.0794,0.0458 




MEDIAN 

Q.Q28 



0.082 




MIN, MAX 

0:028,0.028 



0.063,02209 




5%, 95% 

NA, NA 



0.063,0.209 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
" P-vstlue from Wilooxcm lank-sum test 


* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values done not apply as the BLQ/ALQ vsluei were converted to the limit 
of the quantification (e.g., * i .234’ will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and MNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


i 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 181 of 2641 


Biomarker: Nicotine (nmoL'24hr) Analytical Lab: INBIFO 




Male 



Fcmtte 


Titiwpomt 

Statistic 

Smokers 

Non-Smokers 

P-Y*Ju£* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Valuer 

3 

14331.711,12198,457 
8085.8497,46683675 
18042.756 

5056.480, 19895.897 
5056.480, 19895.897 

0/0 

2 

8.568, 8.41! 

23080,1.6320 

8368 

6.936,10.200 

6.936, 10.200 

2/0 

0.1489 

3 

4905.957,4586375 
2292,4115, 1323.5244 
3934.140 

3259.536, 7524.195 
3259.536, 7524.195 

0/0 

i 

4.080,4.080 

NA, NA 

4.080 

4.080,4.080 

NA, NA 

1/0 

NA 

Week 2 

N 

MEAN, GEO MEAN 
SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

9324.814, 8030.613 
5185.5625,2993.8559 
11101.546 

3484.431, 13388.466 
3484.431, 13388.466 

0/0 


NA 

3 

7091.661,62353)18 
4448.8210,2568.5280 
5608210 

3574.098,12092.675 
3574.098, 12092.675 
(V0 

2 

7.548,6393 
5.6738,4.0120 

7.548 

3.536,11.560 

3.536,11.560 

VO 

0.1489 

Week3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Vataes 

2 

5166,295,4177.408 

4298.8062,3039.7150 

5166.295 

2126.580, 8206.010 
2126.580, 8206.010 
(VO 

2 

6.569, 6.554 
0.6350,0.4490 

6,569 

6120,7.018 

6120,7.018 

2/0 

0.2453 

3 

6564.503,6173.722 
2592.1298,1496.5668 
7103,308 

3745.315, 8844.885 
3745315,8844.885 

0/0 

2 

7.582,6.827 
4.6641,3.2980 

7.582 

4-284,10.880 

4.284,10.880 

VO 

0.1489 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

10755.654, 8996488 
6339.1567,3659.9138 
13212.411 

3555.830.15498.722 

3555.830.15498.722 

3 

7.915, 7.760 

1.9937, 1.1511 

7.018 

6.528, 10.200 

6.528, 10 700 

0.0809 

3 

6187.374,5801.024 
2859.8265,1651.1216 
4645.647 

4429.222,9487.252 
4429.222,9487.252 

3 

8.802, 7.931 
4.2013,2.4256 

10.880 

3.967, 11.560 

3.967, 11.560 

0.0809 


1 P-value from Wilcoxort rank-sum test, 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs apt apply as the BLQ/ALQ values weie converted lo the limit 
of the quantification (e.g., *<1.234* will be used as ’1.224’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers hy Gender of 24-Hour Urine Biomatkers of Exposure by Tiroepoint and Overall 

(Page 182 of264) 

Biamatker Nicotine (itg/24hr) _ Analytical Lab; INBiFQ ___ 


Mate___ __Female 


Tmvrpomt 

Statistic 

Smokers 

Non-Smokers 

P-vatue* 

Smokers 

Non-Sinokers 

P-v&tae" 

Week! 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

#nfBl.Q/AljQ Values 

3 

2324.603,197SJ90 
1311.5247,757,2091 
2926.535 
820.161,3227.114 
820.161,3227.114 

0/0 

2 

1.390, 1.364 

0,3741, 0.2645 

090 

1.125. 1.654 

1.125,1.654 

2/0 

0.1489 

3 

795.746,743.943 
371.8287,214.6754 
638.118 

528.697,1220.424 
528.697, 1220.424 

a® 

i 

0.662,0.662 

NA.NA 

0.662 

0.662,0,662 

NA, NA 

1/0 

NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

1512.485, 1202.566 
841.0960. 485.6082 
1800.671 

565.175,2171,6051 
565.175,2171 609 
(VO 


NA 

3 

1150/268, 1011.320 
721.5987,416.6152 
909.652 

579.719,1961.432 
579.719,1961.432 
(V0 

2 

1.225, 14137 
0.9199,0.6505 

1.225 

0-574, 1.875 

0.574, 1.875 

2/0 

0.1489 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# Of BLQ/ALQ Values 

2 

837.973, 677.575 
697.2667, 493.0420 

837.973 

344.931. 1331.015 

344.931, 1331.015 
(V0 

2 

1.066, 1.063 

0.1025, 0.0725 

1.066 

0.993, 1.138 

0.993,1,138 

2/0 

0.2453 

3 

1064.762, 1001.378 
4204434,242.7431 
1152.157 

607.490, 1434,640 
607.490, 1434.640 

0/0 

2 

1230, 1.108 

0.7566, 0.5350 

1.230 

0.695, 1.765 

0.695, 1.765 

2/0 

0.I4S9 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

1744.567, 1459.231 
1028.2111,593.6380 
2143.053 
576.756,2513.893 
576.756,2513.893 

3 

1.284,1,259 

0.3231, 0.1866 

1.1.38 

1.059,1.654 

1.059, 1.654 

0.0809 

3 

1003,592,940,926 
463.8636, 267,8118 
753,524 

718.420, 1538.832 

718.420, 1538.832 

3 

1,428, 1287 

0.6812, 0.3933 

1.765 

0.644, 1.875 

0.644, 1.875 

0.0809 


* P-YalucfromWilcQxon rank-sum leal. * 

■ Overall values calculated by first averaging the results across visits within a etrijjcct, then calculating the dcacriptiye statistics across subjects. Count of BLQ/ALQ values does not apply ns the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be uted as T-234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomaricere of Exposure by Timepoint and Overall 

(Pace 183 of 264) 


Biomarker. Nicotine <(nmol/24hrVcigarette per day) Analytical Lab: INB1FO 

Timepomt 



Mats 



Female 


Statistic 

Smokers 

Non-Si nuke is 

f-value" 

Smokere 

Noo-Sirtokers 


Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 9514 

# of RT.Q/ALQ Values 

3 

1070.450,1031.062 
375.2527,216.6523 

865.039 

842.747, 1503.563 

842.747, 1503.563 

040 


NA 

3 

201.933,201.009 

23.8930, 13.7946 

196.707 

181.085,228.006 

181.085,228,006 

CVD 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 
544,95% 

# of BLQ/ALQ Values 

3 

706.884,617,458 
453.8058, 262.0049 

555.077 

348.443,1217.133 
348.443,1217.133 

Ofl) 


NA 

3 

824.S54,465.694 
1032.3362,596.0196 
280.411 

178.705,2015.446 

178.705,2015.446 

0/0 


NA 

Week 3 

N 

MEAN, CEO MEAN 

ED, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

519,132,492.312 

232.9238, 164.7020 

519.132 

354.430, 683.834 

354.434 683.834 

0/0 


NA 

3 

685.347,477.598 
690.9447, 398.9171 

394.628 

187256, 1474.14S 

187266, 1474.148 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

M!N, MAX 

5%. 95)4 

3 

786.703, 745.997 

316.8485, 182.9326 

710.058 

515.207, 1134.843 

515.207,1134.843 


NA 

3 

570.711,410.182 

579.(226.334.3506 

251.473 

221.461, 1239.200 

221.461, 1239.200 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing h by The nm liber of cigarette round in question 4 of the weekly survey for the corresponding week. — 

* P-Yatue from Wtlcoxon rank-sum test, 

' Overall values calculated by first averaging the resalts across visits within a subject, than calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does riot apply as the Bl.QMLQ values were converted to the limit 
of the quantification (c.g., '<1.234’will be used ns ’1.234’) for the averages across visits within a subject thus eliminating all RLQj'ALQ values for the overall statistics. 
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Table 142.2-2 

Statistical Comparison Between Smokere and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 184 of 264) 


Biomatker; Nicotine Uuft24hryeiKarelie per day! Analytical Lab: INBIFO 





Male 



Fcmak 


Timepoint 

Statistic 

Smoker* 

Noo-Smoken* 

P-vahie* 

Smokers 

Non-Smokers 

P-valia* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

173.627, 167-238 

60.8660,35.1410 

140.309 

136.694, 243.878 

136.694, 243478 
(V0 


NA 

3 

32.754,32.604 

3.8757,2.2376 

31.906 

29372, 36.983 

29.372, 36.983 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MiN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

114,657, 100.152 

73.8070, 42.4970 

90.034 

56.518, 197419 

56.518, 197.419 

0/0 


NA 

3 

133.791,75.536 

167.4446,96.6742 

45.483 

28.986, 326.905 

28.986,326.905 

ora 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ft of BLQ/ALQ Values 

2 

84204, 79.853 

37.7800, 26.7145 

84.204 

57.489. 110.918 

57.489,110.918 
(VO 


NA 

3 

111.164,77.467 

112.0711,64.7043 

64.009 

30.375,239.J07 
30.375,239.107 

ora 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SO, SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

127.604, 121.001 

51.3928, 29.6717 

115.172 

83.567,184.072 

83.567, 184.072 


NA 

3 

92.569, 66.532 

93.9335, 5422325 

40,789 

35.921,200.908 

35.921,200.998 


NA 


NOTE; Values Hated were normalized by taking the original biomarkcr arid dividing It by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wileowm rank-sum test. 

* Overall values calculated by first averaging the reauhs across visits within a subject, then calculating tbe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
oftheduantifleatjon (e.g.. '<1.234' will be used as T.234')fbt the averages across visits within a subject thus eliminating all BLQiALQ values for tbe overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 lour Urine Biomarkets of Exposure by Tirnepoinr and Overall 

(Page 185 of 264) 


Biotnaiker. Nicotine (nmol/mg Creatinine) _Analytical Lab: INBIFQ 


TLmepoint 



Male 



Female 


Statistic 

Smokera 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 


Weak 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

# of BLQ/ALQ Values 

3 

9.355, 8.398 

45 544,2.6295 

1X5224 

4.163, 12.677 

4.163,12.677 

0/0 

2 

0.005, 0.004 

0.0007, 0.0005 

0,003 

0.004, 0.005 

0.004, 0,005 

2/0 

0,1489 

3 

3.908, 3.497 

1.9305,1,1146 

4.646 

1.717,5.360 

1.717,5260 

0/0 

i 

0.005, 0.005 

NA, NA 

0.005 

0.005,0.005 

NA, NA 

I/O 

NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

if of BLQ/ALQ Values 

3 

7.655,5.831 

4.2280,2.4410 

7.258 

3.639,12.067 

3.639,12.067 

010 


NA 

3 

5.173,4.551 

2.7852,1.6080 

5.707 

2.159,7.652 

2.159, 7.652 

on 

2 

0.008,0.006 

0.0064, 0,0045 

0.008 

0.003,0,012 

0.003, 0.012 

2/0 

0.1439 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

5211,5.015 

2.0011, 1.4150 

5.211 

3.796, 6.626 

3.796, 6.626 
(VO 

2 

0,006, 0.005 

0.0021, 0.0015 

0.006 

0.004, 0,007 

0.004,0.007 

2/0 

02453 

3 

5.608,5258 

2,5268,1.4588 

4.773 

3.605, 8.447 

3.605, 8.447 

0/0 

2 

0.006, 0.005 

0.0035,0.0025 

0.006 

0,003,0.OOS 

0,003,0.008 

2/0 

0.1489 

Overall' 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN. MAX 

5%, 95% 

3 

7.855, 7.202 

3.5074,2.0250 

9,241 

3.866.10.457 

3.866.10.457 

3 

0.005, 0,005 

0.0012,0.0007 

0.004 

0.004,0.006 

0.004,0.006 

0.0765 

3 

4.896,4.578 

2.1454,1.2386 

4.653 

2.883,7.153 

2.883,7.153 

3 

0.008,0.007 

0,0040, 0.0023 

0.008 

0.004, 0.012 

0.004, 0.012 

0.0809 

P-value from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging die remits across visits within ft WJtrjecft, then calculating the descriptive statistics across subjects. Couni of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as 1_23‘4’)foj the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall BtatistiCB. 
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Table U 2.2-2 

Statistical Comparison Between Smokers ami Non-Smokers by G<?nckr of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 186 of264) 


Biomarker. Nicotine (ufcima Creatinine} 

Analytical Lab: INB1FO 





Tlmeooint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vutue’ 

Smokers 

Non-Smokers 

P-vahx 4 

Week 1 

N 

3 

2 

0.1386 

3 

i 

NA 


MEAN, GEO MEAN 

1J17, U62 

0.001,0.001 


0.634,0.567 

0.001,0.001 



SD, SE 

0.7389,0.4266 

0.0000,0.0000 


0.3133,0.1809 

NA, NA 



MEDIAN 

J.S21 

0.001 


0.754 

0.001 



MIN, MAX 

0.675, 2.056 

0.001,0,001 


0.278, 0.869 

0.001,0.001 



5%, 95% 

0.675,2.056 

0.001,0.001 


0.278,0.869 

NA, NA 



#nfRl.Q/AI,Q Value* 

0/0 

2/0 


0*0 

1/0 


Week 2 

N 

3 


NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

1.241, 1.108 



0X39,0,738 

0.001, NA 



SD, SE 

0.6858,0.3959 



0.4518,0.2609 

0.0014,0.0010 



MEDIAN 

1.177 



0.926 

O.D01 



MIN, MAX 

0.590, 1.957 



0.350, 04] 

0.000,0.002 



5%, 95% 

0.590,1.957 



0.350, 1.241 

0.000, 0.002 



ft of BLQ/ALQ Values 

m 



0/0 

2/0 


Week 3 

N 

2 

2 

031207 

3 

2 

0.1489 


MEAN, GEO MEAN 

0.846, Q.814 

0.001,0.001 


0.910, 0.S53 

0.001, NA 



SD, SE 

0.3246, 0.2295 

0.0000, 0.0000 


0,4097, 0-2365 

0,0007, 0.0005 



MEDIAN 

0.846 

0.001 


0.774 

0.001 



MIN, MAX 

0.616,1.075 

0.001,0.001 


0-585. 1.370 

0.000, 0.001 



5%, 95% 

0.616,1,075 

0.001,0.001 


0585, 1.370 

0.000, 0.001 



H of BLQ/ALQ Values 

Offi 

2/0 


0/0 

2/0 


Overall' 

N 

3 

3 

0,0636 

3 

3 

0.0809 


MEAN, GEO MEAN 

1.274,1.168 

0.001,0.001 


0.794, 0.742 

0.001, NA 



sn, SE 

0.5689, 0,3285 

n.oixio, n.oooo 


0.3481,0.2010 

0.0010, n.IEffi 



MEDIAN 

1.499 

0,001 


0,755 

0.001 



MIN, MAX 

0.627,1,696 

0.001,0.001 


0,467, 1.160 

0.000,0.002 



5%, 95% 

0.627,1.696 

0.001,0.001 


0.467,1.160 

0.000, 0.002 



1 P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits "within a subject, then calculating the descriptive statistic* across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the qiiHrtiflcatkm (e.g., *<l .214' will be used as '1.234*} lor the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page R79 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 




PM3006438118 


RSR 

Protocol No. PM-8450 
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Tabic 142 . 2-2 

Stalistical Comparison Between Smokers and Non-Smokers by Genderof 24-Hour Urine Biomarkers of Exposure by Tiirrepoinf and Overall 

(Page 187 of 264) 


Biomarker; Nicotine ((nmol'mg Creatinine Vcigarette per day) Analytical Lab: rNBlFO 


Timepomt 



Male 


Female 


Statistic 

Smokers 

Non-Smokers 

P-vahic’ 

Smokers Nuu-Smokcis 

P-value 1 

Week 1 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

0.746,0.710 



0.163,0.153 



SD.SE 

012875,0.1660 



0,0685,0,0396 



MEDIAN 

0.694 



0.162 



MIN, MAX 

0.488, 1.056 



[>.095, 0/232 



5%, 95% 

0.488, 1,056 



0.095, 0.232 



# of BLQ/ALQ Values 

0/G 



m 


Week 2 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

0.608, 0.525 



0.556, 0.340 



SD, SE 

0.4235, 0.2445 



0.6289,0.3631 



MEDIAN 

0364 



0.285 



MIN, MAX 

0.363, 1.097 



0.108, L275 



5%. 95% 

0.363, 1.097 



0.108, 1.275 



# ofBLQ/ALQ Values 

OK 



M 


Week 3 

N 

2 


NA 

3 

NA 


MEAN, GEO MEAN 

0.593, 0391 



0.618, 0.406 



SD, SE 

0,0573, 0.0405 



0.6858,0.3959 



MEDIAN 

0393 



0.265 



MIN, MAX 

0552, 0633 



0.180, 1.408 



5%, 95% 

0.552, 0.633 



0.180, 1.408 



# ofBLQ/ALQ Vaises 

OT 



0/0 


Overall" 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

0.631, 0.601 



0.445, Q.325 



SD, SE 

0,2449, 0.1414 



0.4370,0.2523 



MEDIAN 

Q.5M 



(1.232 



MIN, MAX 

0.426. 0.902 



0.156, 0.948 



5%, 95% 

0.426.0.902 



Q. 156, 0.948 



NOTE: Values listed were normalized by faking the original biomarker and divkSne it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Witooxan rank-sum test. 

■ Overall values calculated by first avenging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/A LQ values does not apply aa the B LQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will be used as 7 •234’) for die averages across visits within a subject thus eliminating all BLQM.LQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 141.2.2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bioniarkera of Exposure by Timepoint and Overall 

(Page 188 of 264) 


Biornarker: Nicotine Cuc/tne Creatinine V ci ganetle per day) Analytical Lab: 1NB1FQ _ 

_Male_ _Female 


Timepoint 

Staiiftic 

Smokers 

Non-Sirwkeri 

P-value* 

Smokere 

Week 1 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 9584 

#of RI.Q/ALQ Values 

3 

0.121,0.115 

0.0465, 0.0269 

0.113 

0.079,0.17! 

0,079,0.171 
(V0 


NA 

3 

0.026,0,025 

0.0115,0.0066 

0.026 

0,015,0.038 

0.015,0.038 

(W) 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.099, 0.085 

0.0687,0.0397 

0.059 

0.059,0.178 

0.059,0.178 

0/0 


NA 

3 

0.090, 0.056 
0.1020, 0.0589 
0.046 

0.018, 0207 
0.018. 0.207 
(VO 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# OfBLQ/ALQ Values 

2 

0.097, 0.096 

0.0092, 0.0065 

0.097 

0.090,0.103 

0.090,0.103 

WO 


NA 

3 

0.100, 0,066 
0.1111,0.0641 
0.043 

0.029.0.228 
0.029, 0228 
0/0 

Overall* 

N 

MEAN, GEO MEAN 

SD. SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

0.102,0.097 

0.0395, 0.027.8 

0.092 

0.069,0.149 

0.069,0.146 


NA 

3 

0.072,0,053 

0.0710,0.0410 

0.038 

0.025,0.154 

0.025,0.154 


P-vafae* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original blomarkcT nnd dividing k by the number of cigarettes found rn question 4 of the weekly survey for the corresponding week. 

* P value from Wilcoxon rank-sum test, 

" Overall values calculated by first averaging the results across visit* within H subject, then calculaling the descriptive statistics across sutyects. Count of BLQ/AIjQ values does not apply ns (he BLQ/A1.Q values were converted to the limit 
of the qiMmtificsiton (e.£.. '<1.234' will be used aa '1234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint ami Overall 

(Page 189 of 264) 


Biomafker: Nicotine fnmob'L) _ Analytical Lab: 1NBIFO 


Timeuoint 

V 


Male 



Female 


Statistic 

Smokers 

Nott-Smokers 

P-vstue* 

Smokers 

Nuft-Smokeia 

P-value* 

Week 1 

N 

3 

2 

0.1386 

3 

i 

NA 


MEAN, GEO MEAN 

1227! .5,9840.3 

3.4,3.4 


2122.6.2006.9 

3.4,3.4 



SD, SE 

8510.73,4913.67 

0.00,0.00 


871.69,503.27 

NA NA 



MEDIAN 

12357.7 

3.4 


1940.2 

3.4 



MEN, MAX 

3718.0,20738.8 

3.4, 3,4 


1356.6,3071.1 

3.4,3.4 



5%, 95% 

3718.0,20738.8 

3.4, 3.4 


1356.6.3071.1 

NANA 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

1/0 


Week 2 

N 

3 


NA 

3 

2 

0.1386 


MEAN, GEO MEAN 

903352,6584.7 



3079,6,2638.5 

34,3.4 



SD, SE 

6416.07,3704.32 



2203.98,1272.47 

0.00,0.00 



MEDIAN 

10778.2 



1809.1 

3.4 



MIN, MAX 

1925.1,14396.2 



1805.1,5624.5 

3.4,3.4 



5%, 95% 

1925.1,143962 



1805.1,5624.5 

34,3.4 



# of BLQ/ALQ Values 

0/0 



0/0 

2/0 


Week 3 

N 

2 

2 

0.2207 

3 

2 

0.1386 


MEAN, GEO MEAN 

3417.6,2856.3 

3.4,3.4 


3389.0,3052.9 

3.4, 3.4 



SD, SE 

2653.91, 1876.60 

0.00,0.00 


1624,09,937.67 

0.00, Q.OO 



MEDIAN 

3417.6 

3.4 


4113.9 

3.4 



MIN, MAX 

1541.0, 5294.2 

3.4,3.4 


1528.7,4524.4 

34,3.4 



5%, 95% 

1541.0.5294 2 

3.4.3.4 


1528.7,4524.4 

34,3.4 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Overall' 

N 

3 

3 

0.0636 

3 

3 

0.0636 


MEAN, GEO MEAN 

9146.4,7200.5 

3.4,3.4 


2863.7,2640.9 

34,3.4 



SD, SB 

5924.46,3420.49 

0.00,0.00 


1355.68, 782.70 

MO, 0.00 



MEDIAN 

11568.0 

3.4 


2756.6 

3.4 



MIN. MAX 

2394,7.13476.4 

3.4,3.4 


1564.8,4269.8 

34.3.4 



5%, 95% 

2394.7,13476.4 

3.4,3.4 


1564.8,4269.8 

34,3.4 



" P-value from Wllooxon tank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, llren caleutaiiug the descriptive statistics serose subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ value* were converted to the limit 
of the quantification (c.g., ’<1.234’will be used as ’1.234’) fbr the averages across visits within a subject thus eliminating all RLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomirkets of Exposure by Timepoinl and Overall 

(Page 190 of264) 


Biomarker: Nicotine (nR/mf.) _ Analytical Lab: INBIFO 


. 


Male 

' 


Female 


TimepoLnl Statistic 

Smoker* 

Non-Smokers 

P-voW 

Smokers 

Non-Smokers 

P-wlue* 

Week I N 

3 

2 

0,1386 

3 

i 

NA 

MEAN, GEO MEAN 

1990.4, 1596.1 

0.6,0.6 


344.3, 325.5 

0.6,0.6 


SD, SE 

1380.40,796.98 

0.00,0.00 


141,39,81.63 

NA, NA 


MEDIAN 

2004.4 

0.6 


314.7 

0.5 


MIN, MAX 

603.1,3363.8 

0.6,0.6 


220.0,498.1 

0,6,0.6 


5%, 95% 

603.1,3363.8 

0.6,0.6 


220.0,498.1 

NA, NA 


# of BLQ/ALQ Values 

0A> 

2/0 


(Ml 

1/0 


Week 2 N 

3 


NA 

3 

2 

0.1386 

MEAN, GEO MEAN 

1465.2,1084.3 



499 5, 427.9 

0.6, 0.6 


SD, SE 

1040.67, 600.S3 



357.50,206.40 

0.00, 0.00 


MEDIAN 

1748,2 



293.4 

0.6 


MIN, MAX 

312.3,2335.1 



202.8, C 12.3 

0.6,0.6 


5%, 95% 

312.3,2315.1 



292.8,912.3 

0.6. 0.6 


# of BLQ/ALQ Values 

0/0 



(Ml 

2/0 


Week 3 N 

2 

2 

0.2207 

3 

2 

0,1386 

MEAN, GEO MEAN 

554.4, 463.3 

0,6,0.6 


549.7,495.2 

0.6,0.5 


SD, SE 

430.42, 304.35 

0.00,0.00 


263.42,152.09 

0.00,0.00 


MEDIAN 

5544 

0.6 


667.3 

0.6 


MIN, MAX 

250.D, 858.7 

0.6.0.6 


248.0,733.9 

0.6,0.5 


544. 95% 

250.0,858.7 

0.6,0.6 


248.0,733.9 

0.6,0.5 


# of B LQ/ALQ Va lues 

0/0 

2/0 


ao 

2/0 


OvcraJf N 

3 

3 

0.0636 

3 

3 

0.0636 

MEAN, GEO MEAN 

1483.6, 1166.0 

0,6,0.6 


464.5,428.3 

06,0.6 


SD, SE 

960.91,554.78 

0.00,0.00 


219.92,126.97 

0.00,0.00 


MEDIAN 

1876.3 

0.6 


447.1 

0.6 


MIN, MAX 

388.5,2185,9 

0.6,0.6 


253.8,692.6 

0.6,0.6 


5%, 95% 

388.5,2185.9 

0.6.0.6 


253.8,692.6 

0.6,0.S 



■ P-vatue from Wilcaxon rank-sum tea. 

’ Overall values calculated by first averaging tbs results acroaa visits within a subject, then calculating the descriptive atarirtlcs across subjects. Count of BLQ/ALQ values does not apply ns the BLQ/ALQ values were converted to the limit 
of tie quantification je.g, l <] .234’ will be used as 2234’) foe the averages across viaits within a subject thus eliminating all BLQ.'ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smoker; by Gender of 24-Honr Urine Biomarkers of Exposure by Timejioint and Overall 

(Page 191 of 264) 


Biontarken Nicotine ((nmol/LVcicarettc per day) Analytical Lab: INBIFO -- 

. .Mate_ __ Female 



Statistic 

Smoker* 

Non-Smokers 

P-value* 

Smukcia 

Non-Smokers 

P-value* 

Week | 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

961.7,831.8 



89.6,88.0 




SD.SE 

665.06,383.97 



20.23,11.68 




MEDIAN 

619.7 



93,1 




MIN, MAX 

537.3,17282 



67.8, 107.8 




5%. 95% 

537.3,17282 



67.8.107.8 




# of BLQ/ALQ Values 

m 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

680.0,514.0 



372.7, 197.1 




SD.SE 

571.33,329.86 



489.02,282.33 




MEDIAN 

538.9 



90.5 




MIN, MAX 

192.5, 1308.7 



90.3,937.4 




554,9554 

192.5,1308.7 



90.3,937.4 




# of BLQ/ALQ Values 

(VO 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, 0E0 MEAN 

349.0, 336.6 



337.8, 236.2 




SD.SE 

13039,9220 



313.71, 181.12 




MEDIAN 

349.0 



251.4 




MIN, MAX 

256.8,441.2 



764, 685.7 




5%. 95% 

256.8, 441.2 



76.4, 685.7 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

684.6, 605.8 



266.7, 188.5 




SD, SE 

421.12,243.13 



266.90,154.09 




MEDIAN 

538.1 



149.8 




MIN, MAX 

356.3,1159.4 



78.2,572.1 




5%. 95% 

356.3,1159.4 



78.2,572.1 




NOTE: Values listed were normalised by taking the original biomarker tnd dividing it by the number of cigarettes found in question 4 of the weekly lurvey for the corresponding week. 

' P-value from Wilcoxon rank-sum test. , , ...... 

■ Overall values calculated by first averaging tire results acresg visits within a subject, then caMating the deacriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as 1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 



Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24*Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 192 of 264) 


Biomarker: Nicotine ((nR/mLycigarette per day) Analytical Lab; 1NBIFO 


Male 


Female 


Timegoim 


Statistic 


Smokers 


Noa-Smokera 


P-vtbc 


Smoteis 


Noil-Smokers 


F-ygduc J 


Week 1 N 

5 

NA 

3 

NA 

MEAN, CEO MEAN 

156.0,134,9 


14.5.14.3 


SD.SE 

107.88. 6229 


3.29,1.90 


MEDIAN 

100.5 


15.1 


MrN, MAX 

S7.1,280.3 


11.0, 17.5 


5%, 95% 

87.1,280.3 


11.0,17.5 


# of BLQ/ALQ Value* 

0/0 


0/0 


Week 2 N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

110.3, 83.3 


60,5,32.0 


SD, SE 

92.70,53.52 


79.36, 45.82 


MEDIAN 

87.4 


14.7 


MIN, MAX 

31.2,212.3 


14.6,152.1 


5%, 95% 

31.2,212.3 


14.6,152.1 


# of BLQ/ALQ Values 

0/0 


0/0 


Week3 N 

2 

NA 

3 

NA 

MEAN, GEO MEAN 

56.7, 54.6 


54.8, 383 


SD, SE 

21.14, 14.95 


50.87, 29.37 


MEDIAN 

56,7 


40.8 


MIN, MAX 

41.7,71.6 


12.4,111.2 


5%. 95% 

41.7, 71.6 


12.4.111.2 


#of BLQ/ALQ Values 

M 


0/0 


Overall' N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

III.1.98.3 


43.3, 30,6 


SD, SB 

68.32,3945 


4339,24.99 


MEDIAN 

87.3 


74.3 


MM, MAX 

57.8,188.1 


12.7, 92.8 


5%, 95% 

57.8,188.1 


12.7,92.8 



NOTE: Values listed were normalized by taking the original biorrarker and dividing it by the number of cigarettes found in question 4 of the weekly survey fbr the corresponding week, 

’ P-valuc fiuru Wikoxon rank-sum leal, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistic# across subjects. Count of BLQ/ALQ values doe# not apply as the BLQ/ALQ value# were converted to the limit 
of the quantification (e.g., V] _234’ will be used as ’1.234} fbr the averages across visits wkhin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 885 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 




PM3006438124 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 193 of 264) 


Biomarker: Nicotine-N-glucuromde (rnnol/L) Analytical Lab: INBIFO 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Siirokers 

P-value* 

Week 1 

N 

3 

1 

NA 

3 

l 

NA 


MEAN, GEO MEAN 

3609.8, 1906.8 

93, 9.3 


1593.8,1512.8 

9.3,93 



SD, SE 

4207.14, 2428.99 

NA, NA 


653.29, 377.18 

NA, NA 



MEDIAN 

2052.5 

9.3 


1331.9 

93 



MIN. MAX 

403.4, 8373.6 

93, 9.3 


1112.1,2337.4 

9.3, 93 



5%, 25% 

403.4, 8373.6 

NA, NA 


1112.1,2337.4 

NA, NA 



# of BLQ/ALQ Values 

0/0 

i* 


0/0 

1/0 


Week 2 

N 

3 


NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

4013.5, 3366.0 



1742.3,1662.4 

27.7,20.7 



SD, SE 

2738.64,1581.16 



648.77, 374.57 

25 95, 18.35 



MEDIAN 

3515.6 



1648.3 

27,7 



MIN, MAX 

1556.0, 6965.8 



1145.6,2432.9 

9,3,46.0 



5%, 55% 

1556.0, 6965.8 



1145.6,2432.9 

9.3,46.0 



# of BLQ/ALQ Value? 

(V0 



0/0 

2/0 


Week 3 

N 

2 

2 

0.2207 

3 

2 

0.1386 


MEAN, GEO MEAN 

2136.0, 1288.9 

9.3,93 


I&G0.5, 1387.1 

9.3, 9,3 



SD, SE 

2408.76, 1703215 

0.00,0.00 


640.98, 370.07 

0.00,0,00 



MEDIAN 

2136.0 

93 


1299:6 

9.3 



MIN, MAX 

432.7, 3839.2 

9.3.93 


1281.4, 2400.6 

93,9.3 



5%, 95% 

432.7,38392 

9.3, 9.3 


1281.4, 2400.6 

93.9,3 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Overall' 

N 

3 

3 

0.0636 

3 

3 

0.0765 


MEAN, GEO MEAN 

3325.3,2421.6 

9.3,9,3 


1665.5, 1590.4 

13.4, 12.3 



SD, SE 

2836.52, 1637.67 

0.00,0.00 


639.69, 369.33 

7.04,4.07 



median 

2785.fi 

93 


1426.6 

9.3 



MIN, MAX 

797.4,6392.9 

93,9.3 


1179.7,2390.3 

9.3,21.5 



5%, 95% 

797.4, 6392.9 

9.3,93 


1179.7,2390.3 

9.3,21.5 



* P-value from Wikoxon rank-sum lest. 

’ Overall values calculated by first averaging tbo results across Yalta within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to tire limit 
of the quantification (e.g., ^1.234 1 will be used as ’1,234’J for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure- by Timepoint and Overall 

(Page 194 of254) 


Biomarker: Nicotine-N-Rlucuronidc ((nrooI/LVcisarette per day) _ Analytical Lab: INB1FO 


TiiiKrpoiiit 



Male 



Female 


Statistic 

Smokers 

Nou-Siuofoss 

P-YaJuc* 

Siriokcia 

Non-Smokers 

P-ybIlic j 

Weekl 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

284,7, 161,1 



66.8,66.3 




SD.SB 

357.90,206.63 



9.83,5.68 




MEDIAN 

89.2 



70.8 




MIN, MAX 

67.2,697.8 



55.6,74.0 




5%, 95% 

67.2,697.8 



55.6,74.0 




It of BLQ/ALQ Value* 

(VO 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

321.6,258.8 



181.7,1242 




SD, SB 

270.13,155.96 



194.19,112.12 




MEDIAN 

175.9 



82.4 




MIN, MAX 

155,6,533,3 



57.3,405.5 




5%, 95% 

155.6, 633.3 



57 3, 405.5 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, CjEO MEAN 

196.0, 151,9 



178.8, 122.8 




sd.se 

175.22,123.90 



191-69,110.67 




MEDIAN 

196.0 



72.2 




MIN, MAX 

72.1,319.9 



64.1,400.1 




5%. 95% 

72.1,319.9 



64,1,400.1 




# of BLQ/ALQ Values 

(VO 



0/0 



Overall" 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

200.4,192.9 



142.4, 109.5 




SD, SE 

251.55,145.29 



129.90,75.00 




WRD1AN 

132.6 



76.2 




MIN, MAX 

98.3,5502 



59.0,292.1 




5%, 95% 

98,3,550.3 



59,0, 292.1 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week. 

1 P-value from Wllcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quanrificfltion (e.g., VI 234’will be tsed ss T .234) for the averages serosa visits within a subject (bus elimrnating all BLQ/ALQ values for the overall statistics. 
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Table 14,2.2-2 

Statistical Comparison Retween Smokers ami Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page 195 of264) 


Biomaiker: Nicotine-N-ftlucurpiude (nmoI/24hr) Analytical Lab: 1NBIFO 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smoker* 

F-value* 

Smokers 

Ncm-Smokers 

F-value’ 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

554, 95% 

it of BLQ/ALQ Values 

3 

3712.727,2363.769 
3386.7049, 1955.3150 
3304.325 

548.624, 7285.032 

546.624, 7285.032 

0/0 

27.900.27.900 

NA,NA 

27.900 

27.900.27.900 

NA.NA 

1/0 

NA 

3 

3729.771, 3457328 
1798.4364, 1038.3277 
3225.090 

2237.592, 5726.630 
2237592, 5726.630 

0/0 

1 

11.160.11.160 

NA, NA 

11,160 

11.160, 11.160 

NA, NA 

1/0 

NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

4306.237,4043,739 
1923.8454,1110.7327 

3624.158 

2816.360, 6478.194 

2816.360, 6478,194 

0/0 


NA 

3 

4015.243, 3928.435 
1062.4322,6133955 
3551.360 

3263.634, 5230.735 
3263.634, 5230.735 

m 

2 

39.730,38.893 
(1.4693,8.1100 

39.730 

31.620, 47.840 

31.620, 47,840 

2/0 

0.1489 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

3273.943, 1885.034 
3785.5909,2676.6170 
3273.943 

597.126, 59S0.760 

597.126.5950.760 

0/0 

2 

17.968, 17.926 

1.7359,1.2275 

17.968 

16.740, 19.195 

16.740.19.195 

2/0 

02453 

3 

3447.031, 3209,515 
1583.0338.913.9650 
3139.430 

2040.372.5161.290 

2040.372.5161.290 

0/0 

2 

20.739, 18.674 
12.7576,9.0210 

20.739 

11.718,29.760 ‘ 

11.718,29.760 

VO 

0.1489 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

3785.456,3109.518 
2640.0009, 1524,2053 
3464.342 

1320.703,6571.329 

1320.703,6571.329 

3 

21.278,20.774 

5.8644,3.3858 

19.195 

16.740,27.900 

16.740,27.900 

0.0809 

3 

3730.681, 3547.479 
14762161, 852.2937 
3305293 

251.3.866, 5372.885 

2513.866, 5372.885 

3 

28.318, 28.098 

4.2129, 2,4323 

29.760 

23.573,31.620 

23.573,31.620 

aostw 


* P-value from Wilcox on rank-sum test. 

* Overall valuta calculated by first averaging (he results across visits within a subject, then calculating the descriptive statistics aciuw subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were conveited to Ihe limit 
of the quantification (c.g., vj ,234’ will be used os ,234 s ) fbr the averagea across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 25 March 2003 


Page 888 of 15200 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006438127 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tahle 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure hy Timepoint and Overall 

(Page 1% of 264) 


Biomaiker: Nicotiite-N-Elucuronide ((mnoI/24hrVciRarettc per day) 

Analytical Lab: 1NBIFO 




Timepoint 



Male 


Female 


Statistic 

Smoker* 

Non-Smokers 

P-value* 

Smokers Non-Smokers 


Week I 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

280.733, 199.795 



153.033.151.520 



SD.SE 

283.8346,163.8720 



25.6207,14.7921 



MEDIAN 

143.675 



161255 



MIN, MAX 

91.437, 607.086 



124311, 173.534 



5%, 95% 

91.437, 607,086 



124311, 173.534 



# of BLQ/ALQ Values 

m 



(VO 


Week 2 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

350.590,310.915 



404,180,293.415 



SD.SE 

212.4258, 122.6441 



405.0254,233.8415 



MEDIAN 

231.636 



177.568 



MIN, MAX 

181.208,588.927 



163.182,871.789 



5% 95% 

181/208,588.927 



163.182,871.789 



K ofBLQ/ALQ Values 

(Ml 



M 


Week 3 

N 

2 


NA 

3 

NA 


MEAN, GEO MEAN 

297.709,222.153 



376.847,248.288 



SD, SE 

280,2802, 198.1880 



419.1767, 242.0118 



MEDIAN 

297.709 



156.972 



MIN, MAX 

99.521.495.897 



113.354, 860,21.5 



5%, 95% 

99.521,495.897 



1133 54, 860.215 



If ofBLQ/ALQ Values 

0/0 



0/0 


Overall* 

N 

3 


NA 

3 

NA 


MEAN, GEO MEAN 

294.648, 243.467 



311.353,241.164 



SD.SE 

2332529, 134.6686 



280.8874, 162.1704 



MEDIAN 

162,442 



165.265 



MIN, MAX 

157.531,563.970 



133.616,635.179 



5%, 95% 

157.531,563.970 



133.616,635.179 



NOTE: Yahtcs listed were normalized by taking Ihe original biontarker and dividing It by the number of cigarette* found in question 4 of the weekly survey for the corresponding week, 
* P-value from Wilcozon rank-sum test 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values doee not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g., *<1,234’ will be used os 1.2341 for the averages across vista within a subject thus etirrtmalmg ajl BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokera and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 197 of 264} 


Biomarker: Nicotioe-N-glucuronide (mnol/me Creatinine) Analytical Lab: 1NBIPO 


Timwolnt 



Msk 



Female 


Statistic 

Smokcn 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

3 

1 

NA 

3 

i 

NA 


MEAN, CEO MEAN 

2.478,1.628 

0.011,0.011 


3.022,2.636 

0.014,0.014 



SD.SE 

2,3928, 1,3815 

NA, NA 


1.6021,0.9250 

NA, NA 



MEDIAN 

1.864 

0.011 


3.809 

0.014 



MIN, MAX 

0.452, 5.118 

0.011,0.011 


1.179,4.079 

0,014,0,014 



5%, 95V. 

0.452, 5.118 

NA, NA 


1.179,4.079 

NA NA 



# of BLQ/ALQ Values 

0/0 

1/0 


m 

1/0 


Week 2 

N 

3 


NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

3.716,3.439 



2.965,2.8® 

0.036,0i036 



SD.SE 

1.8604,1,0741 



0.8736,0.5044 

0.0042,0'.0030 



MEDIAN 

2.941 



3310 

0.036 



MIN, MAX 

2.369, 5.839 



1.972,3.614 

0,033,0.039 



5%, 95% 

2369, 5.839 



1.972,3.614 

0.033,0.039 



It of BLO/ALO Values 

(VO 



0/0 

2/0 


Week 3 

N 

2 

2 

0.2453 

3 

2 

0.1489 


MEAN, GEO MEAN 

2.936,2263 

0015, 0.014 


3,107,2,733 

0.015,0.014 



SD, SE 

2.M39, 1,8695 

0.0057, 0.0040 


1.7805, 1,0280 

0.0085,0.0060 



MEDIAN 

2.936 

0.015 


3 022 

0.01,5 



MIN, MAX 

1.066.4.805 

0011.0.019 


1.371.4.929 

0,009,0,021 



5%, 95% 

1.066,4.805 

0.011,0.019 


1.371,4.929 

0.009,0.021 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Overall' 

N 

3 

3 

0.0765 

3 

3 

0.0809 


MEAN, GEO MEAN 

2.952, 2.547 

0,014,0.013 


3.032,2.783 

0.025,0.024 



SD, SE 

2.0181, 1.1652 

0.0046, 0.0007 


1.3568.0.7833 

0.0069,0.0040 



MEDIAN 

2.117 

0.011 


3.482 

0.021 



MIN, MAX 

1.436,5154 

0011,0.019 


1.507,4.106 

0,021,0.033 



5%, 95% 

1.486, 5254 

0011,0.019 


1,507,4.106 

0.021,0.033 



‘ P-value from Wilooson rank-nmi test. 

’ Overall values calculated by fmst averaging tbe results across visits within a subject, then calculating the descriptive utatistice across subjocta, Count of BLQ/ALQ valuta does aot apply as the BLQ/ALQ valuei were converted to the llmh 
of the quantification (e.g., '<1.234’will be used as 1,234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Noo-Smokere by Gender of 24-Hour Urine Biomarkens of Exposure by Timepoint and Overall 

(Page 198 of 264) 

Biomarker: NiCotinc-N-glucuromde (Cnmol'mKCrealinineVciEaretteiterday) _ Analytical L ab: INB1FO 

„ o ^____ ___ Female 

—point _ Statistic _ Smokers _ Non-Smokers _ P-valne* _SEflObsrs_Non-Smokers 


Week 1 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.194,0,137 


0.127, 0.116 


SD,SE 

0.2015,0.1163 


0.0620,0.0358 


MEdAN 

0.081 


0.124 


MtN, MAX 

0.075,0.427 


0,066,0.190 


5%, 95% 

0.075,0.427 


0.066,0.190 


ft of BLQ/ALQ Values 

m 


CW) 

Week 2 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.314,0.264 


0277,0.215 


SD.SE 

0.2072, 0.1197 


0,2414,0.1394 


MEDtAN 

0.294 


0.181 


MIN, MAX 

0,118,0.531 


0 099, 0.552 


5%, 95% 

0.118,0.531 


0.099, 0.552 


ft of BLQ/ALQ Values 

0(0 


0/0 

Week 3 

N 

2 

NA 

3 


MEAN, GEO MEAN 

0.289, 0267 


0.350,02211 


SD.SE 

0.1570, 0.1110 


0.4108,0,2372 


MEDIAN 

0289 


0.151 


MTN, MAX 

0.178, 0.400 


0.076,0,822 


5%, 95% 

0.178. Q.400 


0.076, 0,822 


# Of BLQ/ALQ Values 

04) 


0/0 

Overall" 

N 

3 

NA 

3 


MEAN, CEO MEAN 

0.245,0,202 


0.251,0.19! 


SD.SE 

0,1817,0.1067 


0.2199,0.1269 


MEDIAN 

0 182 


0.174 


MIN, MAX 

0.100,0.453 


0.080,0.499 


5%, 95% 

0.100,0.453 


0.080,0.499 


P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ p-vaKtc from Wilccuron rank-sum test. 

■ Overall values calculated by first averaging the results stcroac vialta within a subject, then calculating the descriptive statistics across sulgccta. Cuunl of BLQ/ALQ values dues not apply as the BLQ/ALQ values were convertedto the limit 
of the quantification (eg.. '<1.234’will be used as ’I_234’> for the averages across visits within a subject tin* eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 244 lour Urine Biomarkere of Exposure by Timepoinl and Overall 

(Page 199 of 264) 


Biotnarker: Sum of Nicotine and Nicotine metabolites (nmol/mg Cieatininel Analytical Lab: INtSlbO 

Timepoml 



Male 



Female 


Statistic 

Smokers 

Notv-SrnokcTB 

P-vaiuc* 

Smokers 

NOT-'SmQker* 

F-vaiue* 

Week 1 

N 

3 


NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

41.322,36.551 



62.078. 54.495 

0.084,0.078 



SD. SE 

21.2363, 12.2608 



37.5785,21.6960 

0.0403,0.0285 



MEDIAN 

49.312 



54.500 

0.084 



MIN. MAX 

17250,57.405 



28.866.102.868 

0.055,0.112 



5%, 95% 

17.250,57.405 



28.866,102.868 

0.055, 0.112 



# of RT Q/ALQ Vainer 

0/0 



0/0 

0/0 


Week 2 

N 

3 

i 

NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

46.686,44322 

0.075,0.075 


65.290,55.483 

0.069,0.069 



SD, SB 

17.1325,9 8915 

NA,NA 


45.4552,262436 

0.0099, 0.0070 



MEDIAN 

50.181 

0.075 


50,462 

0.069 



MIN, MAX 

28.075, 61.801 

0,075,0.075 


29.101,116.308 

0,062, 0.076 



Wo. 95% 

28.075, 61.801 

NA.NA 


29.101,116.308 

0.062, 0076 



# of BLQ/ALQ Values 

0/0 



(V0 

0/0 


Week 3 

N 

2 

3 

0.1489 

3 

1 

NA 


MEAN, GEO MEAN 

37.976,33.319 

0.062,0.061 


56-497,49.055 

0.036,0.036 



SD, SE 

25.7698,18.2220 

0,0172,0,0099 


34.1962, 19.7432 

NA, NA 



MEDIAN 

37.976 

0.068 


53238 

0.036 



MIN, MAX 

19.754. 56.198 

0.043,0.076 


24.047, 92206 

0.036, 0.036 



5%, 95% 

19.754,56.198 

0.043, 0.076 


24.047, 92206 

NA, NA 



# of BLQ/ALQ Values 

(V0 

(VO 


0/0 

0/0 


Overall’ 

N 

3 

3 

0,0809 

3 

2 

0.1489 


MEAN, GEO MEAN 

43303, 39.811 

0.064,0.062 


61.288,53.089 

0.073,0.069 



SD, SE 

19.2158, It.t»43 

0.0180,0.0IO1 


38.9394,22.4817 

0.0304, 0,0215 



MEDIAN 

49,747 

0.072 


52,733 

0.073 



MIN. MAX 

21.693,58.468 

0.043,0.076 


27.338,103,794 

0.Q51,0.094 



5%, 95% 

21.693,58.468 

0.043, 0076 


27.338,103,794 

0.051,0.094 



* P-vaJue from Wileoxon rank-sum test. 

' Overall valneB calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across autyects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as '1.234(1 for the averages across visits within a subject thus eliminating all BLQ/ALQ value# forlhe overall statistics. 


Final Draft; 25 March 2003 


Page 892 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006438131 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 200 of 264) 


Biomarker. Sum of Nicotine and Nicotine metabolites ((nmcj/mg Creatinioeycigarette per day) _A nalytical Lab; [NBll-’O 


Male 


Female 


Timcrpoirut 

Statistic 

Smoken 

Ncm-Smokera P-vaJue* 

Smokers Non-Smokers 

P-value* 

Week 1 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

3.268,3.089 


2.800,2.389 



SD.SE 

1.363], 0.7870 


2.0295,1.1717 



MEDIAN 

2.875 


1,652 



MIN, MAX 

2,144, 4.784 


1.604, 5.143 



5%, 95% 

2.144, 4.784 


1.604, 5.143 



ft of BLQ/ALQ Values 

0/0 


(V0 


Week 2 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

3,645, 3.408 


5.227,4.144 



SD, SE 

1.7152, 0.9903 


3.5146,2.0292 



MEDIAN 

2.808 


5.815 



MIN, MAX 

2.509, 5.618 


1.455, 8.410 



5%, 95% 

2.509, 5.618 


1455, 8.410 



* of BLQ/ALQ Values 

OT 


0/0 


Week 3 

N 

2 

NA 

3 

NA 


MEAN, GEO MEAN 

3.988, 3.926 


4.940, 3.795 



SD, SE 

0.9836, 0.6955 


3,7793, 2.1820 



MEDIAN 

3,988 


4.610 



MIN. MAX 

3.292, 4.683 


1336,8,873 



5%, 95% 

3.292,4.683 


1.336,8.873 



# of BLQ/ALQ Values 

(Ml 


(VO 


Overall’ 

N 

3 

NA 

3 

NA 


MEAN, GEO MEAN 

3.449, 3.271 


4.322, 3.634 



SD, SE 

1.4073, 0,8125 


2.5371, 1.4648 



MEDIAN 

2.992 


5.189 



MIN, MAX 

2.327, 5.028 


1.465, 5.312 



5%, 95% 

2.327,5.028 


1.465, 6312 


NOTE: Values listed were nontialteed by taking the original bfomarker and dividing it by the number uf cigarettes found in question 4 of the weekly survey for die corresponding week. 


" P-valuc from Wilcoxon rank-sum test. 





‘ Overall value6 calculated by first averaging the results across visits within a 

subject, then calculating the descriptive atatUtics across subjects. 

Count of BI-Q/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (a g., U:L234'wil! be used as '1.2343 tor the averages aortas visits within a subject thus eliminating all BLQ/ALQ values tor the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokerc by Cfeiwter of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 201 of 264) 


Bioroaiker; Sum of Nicotine and Nicotine metabolites tmc/mc Creatiniwl 

Analytical Lab: INBIFO 





Timepoint 



Mak 



Female 


Statistic 

Smokcts 

Non-Smokers 

P-veloe" 

Smokers 

Non-Smokers 


Week! 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBl.Q/AI.Q Values 

3 

0.007,0.006 
0.0032,0.0019 

0.008 

0.003, 0.009 
0.003,0.009 

0/0 


NA 

3 

0 010, 0.009 
0.0061,0.0035 

0.009 

0.005,0.017 

0.005,0.017 

(VO 

2 

0.000, NA 

0.0000,0,0000 

0.000 

0.000,0,000 

0.000,0.000 
era 

0.1386 

Week2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

Q.008, 0.007 

0.0025, 0.0015 

Q.OOS 

0,005, 0,010 

0.005, 0.010 

m 

i 

0.000, NA 

NA.NA 

0.000 

0.000, 0.000 

NA, NA 

0/0 

NA 

3 

0.01!, 0.009 

0,0074,0.0043 

0.008 

0.005,0.019 

0.005,0.019 

0/0 

2 

0.000, NA 
0.0000,0.0000 

0,000 

0.000,0.000 

0.000,0.000 
(V0 

01386 

Week3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

9 of BLQ/ALQ Values 

2 

0.006,0.005 

0,0042,0.0030 

0.CC6 

0.003,0.009 

0.003,0.009 

0/0 

3 

0.000, NA 

0.0000, 0.0000 

0.000 

0.000, 0.000 

0.000,0.000 

0/0 

0.1066 

3 

0,009,0.008 

0.0055, 0.0032 

0.009 

0.004,0.015 

0,004,0.015 

(VO 

1 

0.000, NA 

NA.NA 

0.000 

0.000,0.000 

NA.NA 

0/0 

NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SF, 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

0.007, 0.007 

0.0026, 0.0015 

0,008 

0.004, 0.009 

0.004, 0.009 

3 

0.000, NA 

0.0000, 0.0000 

0.000 

0.000,0.000 

0,000,0.000 

U.0636 

3 

0.010,0.009 

0,0061,0.0035 

0.000 

0.005,0.017 

0.005,0.017 

2 

0.000, NA 

0.WXW, 0.0000 

0.000 

0.000,0.000 

0.000,0.000 

0.1386 


* F-value from Wilcox on rank-sum test. 


' Overall values calculated by Brat averaging the results across visits wlthm a subject, then calculating the descriptive statistics across subjects. Oxim of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V:f224 l will be used as ’1.234’) for the averages acro« viaits wrthh a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Table 14 2 2-2 

Statistical Comparison Between Smnkers and Non-Smokers by Gender of 24-liour Urine Binmarkers of Exposure by Timcpoint and Overall 

(Page 202 of 264) 


Biomatker: Sum of Nicotine and Nicotine metabolites (fmc/nu CreitininsycigKretie per day) 

Analytical Lab: 1NB1FQ 







Male 



Female 


Timepomt 

Statistic 

Smokers 

Nua-Smokere 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GFG MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, «% 

# of BLQ/ALQ Values 

3 

0.000, NA 

0.0006,0.0003 

0-000 

0 . 000 , 0.001 

0 . 000 , 0.001 

0/0 


NA 

3 

0.000, NA 

0.0006,0.0003 

0.000 

0,000, 0.001 

0 . 000 , 0.001 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MiN.MAX 

5%, 95% 

# of BLQ/AtfJ Values 

3 

0.000, NA 

0.0006, 0.0003 

0.000 

0 . 000 , 0.001 

0.000, 0.001 

0/0 


NA 

3 

0.001,NA 
0.0006,0.0003 

0.001 

0.000,0.001 

0.000,0.001 

ora 


NA 

Week 3 

N 

MEAN, GEQ MEAN 

SD, SE 

MEDIAN 

MIN.MAX 

5%, 95% 

# of BLQ/ALQ Vafues 

2 

0.001,0.001 
o.oooo, a.oooo 

0.001 

o.ooi, a.ooi 

0.001, 0.001 

0/0 


NA 

3 

0.0CI, NA 

0.0006, 0.0003 

0.001 

0.000,0.001 

0 . 000 , 0.001 
ora 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 93% 

3 

0.000, NA 

0.0006,0.0003 

0.000 

0 . 000 , 0.001 
0.000,0.001 


NA 

3 

0.001, NA 

0.0006,0.0003 

0.001 

0.000,0.1X11 

0.000,0,001 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing rt by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wllccnon rank-sum test. _ 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating Ihe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply ru the BLQ/ALQ values were converted to the Until 
ofthe quantification (e.g., te! .234’ will be used as ’1234') for the avenges across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison 3e(wcf n Smokers and Non-Smokers by Gender of 24-Hour I Irina Riomarkers of Exposure by Timepoim and Overall 

(Page 203 of264) 


8iotnarker: Sum of N'caiiire and Nicotine metabolites (rffllol/24hr) _Analytical Lab: 1NBIFO 


Wpoim 

Statistic 


Mate 



Female 

-- 

-- 

Slacker* 

NotirSmokcr* 

P-veiue* 

Smokers 

Non-Smoker* 

P-vaittE* 


Week 1 

N 

MEAN, GEO MEAN 
SI), SE 

MEDIAN 

MIN, MAX 
534,05% 

# of BLQ/ALQ Values 

3 

63355.867,53088.630 
36835.3542,21266,9028 
81705.702 

20949,848,87412.052 

20949.848,87412,052 

[Ml 


NA 

3 

72805.885, 71479,861 
16470.6257,9509J2C2 
76509.580 

54798.744,87109.330 
54798.744, S7109330 

04) 

2 

79.565, 70.830 

51.2575,36,2445 

79,565 

43,320, 115.809 

43,320, 115.809 

0/0 

Q.1489 


Week 2 

N 

MEAN, GEO MEAN 
SD, SB 

MEDIAN 

MIN, MAX 

5%, 55% 

* of BLQ/ALQ Values 

3 

57401.474,52106.544 
20746,5027,15442.1006 
68568.714 

2688 [.034,76754,673 

26881.034,76754.673 
(VO 

i 

104.690, 104.690 

NA,NA 

104.690 

104.69G, 104.690 

NA.NA 

040 

NA 

3 

80736.256,76003,456 
33073.8893, 190952189 
79743.285 

48170.034,114295,450 
48170.(134,114295.450 

04) 

2 

89.750, 88,645 

19.8527, 14.0380 

89.750 

75.712, 103.788 

75.712, 103,788 

0/0 

0.1489 


Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

aox n«, 

# Of BLQ/ALQ Values 

2 

40332.687, 27754.070 

41386.9871,29264.9485 
40332.687 

11067.738,0597.635 

11067.738,0597.635 

(VO 

3 

81.394, 79.732 

20.7304, 11.9687 

74,511 

64.980. KM.690 

64.980,104.690 

0/0 

0.1489 

3 

62439.570,57600.129 
30551.0653, 17638.6658 
55742.835 

35792.389,95783.485 

3 5792.389.957S3.48S 
(V0 

1 

45.486,45.486 
na.na 

45.486 

45.486, 45.436 

NA, NA 

0/0 

NA 


Overall* 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

58335.640,49063.959 
33804.6732,19517.1371 
73290.684 

19532.873.82083.363 

19632.873.82083.363 

3 

81.304, 79.732 

20.7304, 11.9687 

74.51! 

64.980, (04.69Q 

64.980, 104.690 

0.0809 

3 

71993.903, 68667,984 
26429.5765,15259.1231 
70665.233 

46253.722,99062.755 

46253 722,99062.755 

2 

82.319, 77.397 

38.B626, 27.4800 

82.319 

54.839, 109.799 

54.839, 109.799 

0.1489 



* P-vslue from Witocxon rank-sum test. 


Overall value*calculated by first averaging the results across visits within a subject, then calculating the descriptive statta'ca across subjects, Count afBLQ/ALQ values does not apply as the BLQ/ALQ values woe convened to the limit 
of the quantification (e.g.. *<) ,234’will be used as '1.234') for the averages acrou visits within a subject, thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biom&rkers of Exposure by Timepomt and Overall 

(Page 204 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites ((nmol/24hfycigarette per day) Analytical Lab: INBIFQ 





Male 



Female 


Timepaint 

Statistic 

Smokers 

Non-Smokers 

P~YBtue‘ 

Smokers 

Non-Smokers 

P-value" 

Wwkl 

N 

MEAN, GEO MEAN 
SD.SB 

MEDIAN 

MIN, MAX 

5%, 95% 

ft ofBLQ/ALQ Values 

3 

4700.325.4487.262 
1832.5206,1058.0063 
3800.524 

3491.641,6808.809 
3491.641, 6808.809 

020 


NA 

3 

3239.438, 3132 648 
1032.4119,596.0633 
3044375 

2318.472,4355.467 

2318.472,4355.467 

m 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#DfBLQ/ALQ Values 

3 

4253.119,4006373 
1808.8400,1044.3342 
3837,734 

26S8.S03, 6233519 
2688.103, 6233519 

0/0 


NA 

3 

7137.941,5676.705 

5578.8697,3220.9619 

5714.773 

2408.302.13290.548 

2408502.13290.548 
m 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

2 

3822313,3270.849 
2796.7346, 1977.5900 
3822213 

1844.623.5799.803 

1844.623.5799.803 

0/0 


NA 

3 

5356.038,4455.935 

3683.8604,2126.8778 

4789.174 

1988.466,9290.473 

1988.466,9290.473 

(Ml 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

4258309,4003325 
1842.6232,1063.8390 
3819.129 

2674.789,6280.710 
2674.789,6280.710 


NA 

3 

5244.472,4671.897 
2920.6098,1686.2148 
4953.138 

2480.448, 8299.831 
2480.448,8299.831 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxcm rank-sum test. 

’ Overall value* calculated by first averaging the results acniss visits within t subject, then calculating the descriptive statistics acipia subjects. Count of BLQ/ALQ values d-ocs not apply as the BLQ/ALQ value* were converted to the limit 
of the quantification (e.g., M.234’ will be used as 1.234 1 ) for the averages across visits within a subject thus eliminating all RI,Q/Af.Q values for the overall statistics. 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 205 of 2M) 


Bieinarker Sum ofNicotine and Nicotine metabolites {mp/24hn _Analytical Lab: INB1FO 


Tiinegoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokcra 

P-value 1 

Week 1 

N 

3 


NA 

3 

2 

0.14.89 


MEAN, GEO MEAN 

10278, 8.613 



11.811,11.596 

0.013.0.012 



SD.SE 

5.9756,3.4500 



2.6721,1.5428 

0.0085, 0.0060 



MEDIAN 

13.255 



12.412 

0.013 



MIN, MAX 

3.399,14.1 SI 



8.890, 14.132 

0.007, 0.019 



5%, 95% 

3.399, 14.181 



8.890, 14.132 

0.007, 0.019 



# cf BLQ/ALQ Value* 

rwi 



WO 

0/0 


Week 2 

N 

3 

i 

NA 

3 

2 

0.1489 


MEAN, GEO MEAN 

9.312,8.453 

0.017,0.017 


13.098, 12.330 

0.015, 0.014 



SD, SE 

43391,2.5052 

NA.NA 


5.3653, 3.0977 

0.0035,0.0025 



MEDIAN 

11.124 

0.017 


12.937 

0.015 



MIN, MAX 

4.361, 12.452 

0.017,0.017 


7.815, 18-542 

0.012, 0.017 



5%. 95% 

4.361. 12.452 

NA.NA 


7.815, 18.542 

0.012, 0.0)7 



# of BLQ/ALQ Values 

(VO 

0/0 


0/0 

0/0 


Week 3 

N 

2 

3 

0.1489 

3 

1 

NA 


MEAN, GEO MEAN 

6.544,4.503 

0.013,0.013 


10.130,9.345 

0.007, 0.007 



SD, SE 

6.7140,4.7475 

0.0032,0.0019 


4.9562,2.8614 

NA.NA 



MEDIAN 

6.544 

0.012 


9,043 

0.007 



MIN, MAX 

1.796, 11.291 

0.011,0.017 


5.807, 15.539 

0007,0.007 



5%, 95% 

1.796, 11.291 

0.011,0.017 


5.807, 15.539 

NA.NA 



# of BLQ/ALQ Values 

COT 

(VO 


(VO 

(V0 


Overall* 

N 

3 

3 

0.0809 

3 

2 

0.1489 


MEAN, GEO MEAN 

9.464, 7.960 

0.013, 0.013 


11.680, 11.140 

0.014,0.013 



SD.SE 

5.4844, 3.1664 

0.0032,0.0019 


42876, 2.4754 

0,0064,0.0045 



MEDIAN 

11.890 

0.012 


11.464 

0 014 



MIN, MAX 

3.185, 13.317 

0,011,0.017 


7.504, 16.071 

0.009,0.018 



5%, 95% 

3.185, 13.317 

0.011,0.017 


7.504, 16,071 

0.009, 0.018 



" P-valuc from Wilcoxon rank-suiri lest. 


' Overall values calculated by first averaging the results serosa visits within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values wore converted to the limit 
of the quantification (eg.. ’<] ?34’will he treed as 4 234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 206 of 264) 


Biomarker Sum of Nicotine and N icotine metabolites ((ms/24hrVcirtaiette ner daY) Analytical Lab' 1NBIFO 

ThnepoiiU 


Male 



Statistic 

Smokers Non-Smokers 

P-value‘ 

Smokers 

Week 1 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.763.0.728 


0526,0.508 


SD, SE 

0.2976, 0.1718 


0.1678.0.0969 


MEDIAN 

0.617 


0,494 


MIN, MAX 

0.566,1.105 


0376,0.707 


5%, 95% 

0-565,1.105 


0.376,0.707 


# of BLQ/ALQ Values 

CM3 


0/0 

Week 2 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.690,0.650 


1.158,0.921 


SD, SE 

05933,0.1693 


0.9049,0.5224 


MEDIAN 

0.623 


0.927 


MIN, MAX 

0.436,1.011 


0391,2-156 


554,95% 

0.436,1.011 


0.391,2.156 


# of BLQ/ALQ Values 

(Id) 


0/0 

Week 3 

N 

2 

NA 

3 


MEAN, CEO MEAN 

0.620, 0.530 


0.869,0.723 


SD, SE 

0.4540,0.3210 


0.5973,0.3449 


MBDIAN 

0.620 


0.777 


MIN, MAX 

0.299, 0.941 


0.323. 1.507 


5%, 95% 

0399,0.941 


0323, 1.507 


f of BLQ/ALQ Values 

0/0 


0/0 

Overall’ 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.691,0.650 


U,SSI, 0.758 


SD, SE 

0.2989, 0.1726 


0.4733,0.2732 


MEDIAN 

0.620 


0.804 


MIN, MAX 

0.434,1.019 


0.403, 1.346 


5%, 95% 

0.434, 1.019 


0.403, 1,346 


Female 

Nop-Smokerc 


P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking die original biornsriterand dividing it by the number of cigarettes found m question 4 of the weekly Burveyibt'the corresponding week. 

* P-vatue from Wikxrxon rank-sum test. 

’ Overall values calculated by lint averaging the results across visits within a subject, then calculating the descriptive statistics acrooa subjects. Count of BLQ/ALQ values does trot apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ Ml.234' will be used as ’1.2341 for tire averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-11 our Urine Biomarkers of Exposure by Thnepofttf and Overall 

{Page 207 of 264) 


Biomarter Sum of Nicotine and Nicotine metabolites {nmoI/L) _ Analytical Lab: INBIFQ 


Timepomt 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vahtt* 

Smokers 

Non-Smokers 

P-valuc* 

Week I 

N 

3 


NA 

3 

2 

0.1386 


MEAN, GEO MEAN 

54537.4, 42825.9 



31294.8, 31277.1 

36.1,36.1 



SD.SE 

39255.72,22664.30 



1291.58,745.69 

0.00,0.00 



MEDIAN 

54293.2 



31228.4 

36.1 



MIN, MAX 

15404.3,93914.6 



30037.7,326183 

36.1,36.1 



5%, 95% 

15404.3, 93914.6 



30037.7,326183 

36.1,36.1 



it of BLQ/ALQ Values 

(TO 



0/0 

0/0 


Week 2 

N 

3 

i 

NA 

3 

2 

0,1489 


MEAN, GEO MEAN 

54366.8, 43373.7 

36.1,36.1 


32762.6, 32162.1 

54.5,51.3 



SD,SE 

34223.59, 19759.00 

NA,NA 


7305.12,4217.61 

25.95,18.35 



MEDIAN 

73729.8 

36.1 


36869.5 

54.5 



MIN, MAX 

14*51.4,74519.1 

36.1,36.1 


24328,3, 37089.0 

36.1,72.8 



5*4 95% 

14851.4, 74519.1 

NA, NA 


7.4328.3, 37089.9 

36 1.72.8 



# at BLQ/ALQ Values 

0/0 

wo 


0/0 

0/0 


Week 3 

N 

2 

3 

0,1066 

3 

I 

NA 


MEAN, GEO MEAN 

26490.9, 18976,7 

36,1,36.1 


29273.3,28483.2 

56,1,36.1 



SD, SE 

26079.23, 18440.80 

0.00,0.00 


8648.80,4993.39 

NA, NA 



MEDIAN 

26460.9 

36.1 


25926.9 

36.1 



MIN. MAX 

8020.1,44901.7 

36.1,36.1 


22797.7.39095.3 

36,1,36,1 



5%, 95% 

8020.1,44901.7 

36.1,36.1 


22797.7,39095J 

NA, NA 



# of BLQ/ALQ Values 

0/0 

wo 


04) 

0/0 


Overall * 

N 

3 

3 

0.0636 

3 

2 

0.1489 


MEAN, GEO MEAN 

49337.8, 38757.4 

36.1,36.1 


31110,2, 309M.9 

42.2,41,8 



SD, SF. 

31841.90, 18383,93 

0.00, 0 00 


4384.36,2531.31 

8.63,6.10 



MEDIAN 

64406.2 

36.1 


31415.1 

422 



MIN, MAX 

12758.6, 70S4S.7 

36.1,36.1 


26581.4,35334,2 

36.1,48.3 



5%, 95% 

12758.6, 70848.7 

36.1,36.1 


26581.4,353342 

36,1,483 



* P-value from Wilcox on tank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the ELQ/ALQ values were converted to the limit 
of the quantification (e.g., *<)^34 1 will be used as *1.234} fortbe average* across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14,2.2-2 

Statistical Comparison Between Smokos and Non-Smokera by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

I Page 208 of 264) 


Biotnarkcr- Sum of Nicotine and Nicotine metabolites ((nmol/LVcinaretle per day) Analytical Lab: 1NBIFO 


Timepoint 



Male 



Female 


Statistic 

Smokers 

NOtt-Sinokcig 

P-value" 

Smokers 

Non-Smokers 

F-value* 

Week! 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

534,9534 

4 of BJ.Q/ALQ Values 

3 

4251.4,3619.8 

3097.39,1788.40 

2567.4 

2360.6,78262 

2360.6,78262 

0/0 


NA 

3 

1420.1, 1370.7 

438.66,253 26 

1501.9 

946.3,1812,1 

946_3, 1812.1 

ao 


NA 

W«k2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

3971.3,3334.9 

2617.43, 1511.(8 

3726.0 

1485.1, 6702.7 

1485.1, 6702.7 

CVO 


NA 

3 

3080.5,24022 

2703.93, 156i.ll 

1843.5 

1216.4,6181.7 

1216.4,6181.7 

ora 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, 5E 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

2539.3, 2236,4 

1700.66, 1202.55 

2539.3 

1336.7,3741 8 

1336.7,3741.8 
ora 


NA 

3 

2514.2,2203.5 

1602.33,925.11 

1954.8 

1266.5,4321.2 

1266.5,43212 

ora 


NA 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

3643,3,3217.1 

2208.89,1275.30 

3043.3 

1796.4, 60902 

1796.4, 6090.2 


NA 

3 

2338.3,21292 

1291.01,74537 

1766.7 

1431.7. 3816.4 

1431.7, 3816.4 


NA 


NOTE: Values listed were normalized by taking ftre original bfonmrker «M dividing it by the number of cigarettes found hi question 4 of the weekly survey for the corresponding week, 

* P-vafoc from Wilcoxon rank-sum test. 

Overall values calculated by flrat averaging the results across visits within a subjoct, then Calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted tn the limit 
ofthe quantification (e.g., ’<1.234’will be used aa '1 2347 for the averages serosa vsiti within a subject thus eliminating all BLQ/ALQ values for foe overall statistics, 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Genderof 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 209 of264) 


Bioroaiter. Stun of N ieotiae and N icotine metabolites (mg/lQ Analytical Lab: IN B1F Q 




Male 



Female 


Timepoint Statistic 

Smoker* 

Non-Smokers 

P-vatoe" 

Smokers 

Non-Smokers 

P-value* 

Week 1 N 

3 


NA 

3 

2 

0.1386 

MEAN, GEO MEAN 

8.8, 6.9 



5.1, 5.1 

0.0, NA 


SD,SE 

6.35,3.67 



0.20,0.12 

0.00,0.00 


MEDIAN 

S.S 



5.1 

0.0 


MEN, MAX 

2.5, 15.2 



4.9, 5.3 

0.0,0.0 


5%, 95% 

2.5, 15.2 



4.9, 5.3 

0.0,0.0 


Uornr.QMT.QViiWs 

(W) 



rvo 

0/0 


Week 2 N 

3 

i 

NA 

3 

2 

0.1281 

MEAN. GEO MEAN 

8.8,7.0 

0.0, NA 


5.3, 5.2 

0.0, NA 


SD.SE 

557, 3322 

NA, NA 


121,0.70 

0,00,0,00 


MEDIAN 

12,0 

0,0 


6,0 

0,0 


MIN, MAX 

2.4, 12.1 

0.0,0.0 


3.9,6.0 

0.0, 0.0 


5%, 95% 

2.4.12.1 

NA. NA 


3.9,6.0 

Q.0,0.0 


# of BLQ/ALQ Values 

0/0 

(V0 


0/0 

0/0 


Week 3 N 

2 

3 

0.1066 

3 

1 

NA 

MEAN, GEO MEAN 

4.3,3.1 

0,0, NA 


4.7,4.6 

0.0, NA 


SD, SB 

424,3.00 

0.00,0.00 


1.38,0.80 

NA, NA 


MEDIAN 

4.3 

0.0 


42 

0.0 


MIN. MAX 

1.3,7.3 

0.0.0.0 


3.7,6.3 

0.0. 0.0 


5%, 95% 

1.3, 7 3 

0.0,0.0 


3.7,63 

NA, NA 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall* N 

3 

3 

0.0636 

3 

2 

0.1386 

MEAN, GEO MEAN 

8.0,6.3 

0.0, NA 


5.0, 5.0 

0.0, NA 


SO, SP. 

5.16,2.98 

0.00,0.00 


0.71), 0.41 

0.00, 0.00 


MEDIAN 

10.5 

0.0 


5.1 

0.0 


MIN, MAX 

2.1,11.5 

0.0,0.0 


4.3, 3.7 

0.0, 0.0 


5%, 95% 

2.1,11.5 

0.0,0.0 


4.3, 5.7 

0.0,0.0 



4 P-vaiue from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visit* within a subject, then calculating the descriptive statistic* across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g_, V:1.234’will be used as ’1.234’) for the overages across visits wttftin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 
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Table 14.22-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 210 oF264) 


Biomarker Sum of Nicotine and Nicotine metabolites ((mg/Lyrigarettc per day) _ Analytical Lab: 1NBIFQ 


Timepoint 



Mile 



Female 


Statistic 

Smokers 

Nod- Smokers 

P-valuc" 

Smokers 

Non-Smoke re 

P-value* 

Week 1 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

0.7,0.5 



0.2,0 2 




SD, SB 

QS2, 0.30 



0.06,0.03 




MEDIAN 

0.4 



0/2 




MIN, MAX 

0.4,1.3 



03!, 05 




5%, 95% 

0.4,1.3 



0.2,0,3 




it of BLQ/ALQ Values 

m 



m 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.6,05 



0.5, 0.4 




SD, SE 

0.45,026 



0.44,0.25 




MED TAN 

0.6 



0.3 




MIN, MAX 

0.2, 1.1 



02, 1.0 




5%, 95% 

0.2,1.1 



0.2,1.0 




#nf BLQ/ALQ Values 

0/0 



(V0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0.4, 03 



0,4, 03 




SD, SE 

0.28,0.20 



0.26, 0.15 




MEDIAN 

0.4 



0.3 




MIN, MAX 

0.2,0.5 



0.2, 0.7 




5%, 95% 

0.2.0.5 



0.2.0.7 




# of BLQ/ALQ Values 

Ml 



ora 



Overall' 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.6,0.5 



0.4, 0.3 




SD, SE 

0.36,0.21 



031,0.12 




MEDIAN 

0.5 



0.3 




MIN, MAX 

0.3,1.0 



0/2,0.6 




5%, 95% 

0.3, 1.0 



0.2,0.6 




NOTE: Values laced were normalized by taking the original biomaricer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value ftom Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits withm a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as T .234’} for rhe averages across visits within i subject thus eliminating all BI.Q/AI.Q values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Untie Biomarkers of Exposure by Tiinepoint and Overall 

(Page 211 of 264) 


Biomatken Total 3-hvdroxYCOlMiie (nmol/24bf) Analytical Lab: INBIFO 




Male 



Female 


Titnepontt 

StEiisde 

Smoker* 

Ncn-Smokera 

P-vatue 1 

Smokers 

Non-Smokers 

P-valtie J 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

24791.559,21723.343 

15099.2521,8717.5573 

21746.L72 

11447.120,41181.385 

11447.120,41181.385 

0/0 

2 

42241,38.693 

23.9631,16.9445 

42941 

25296,59.185 

25296,59.185 

1/0 

Q.1489 

3 

41612.428,39914.894 
15356.2861,8865.9559 
34072.584 

31483.480, 59261-220 
31483.480,59281220 

0/0 

3 

62528,42.850 

62.2237,35.9249 

39.779 

14.880, 132.925 

14.880,132.925 

2/0 

0.0809 

Week 2 

N 

MEAN, GEO MEAN 
5D,SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

24166.924,21982.634 

13076.3238,7549,619! 

19995.744 

13685.048,38819.979 

13683.048.38819979 

090 

3 

42395,37.499 

25.3989, 14.6640 

35.960 

20.832, 70.392 
20.832,70.392 

2/0 

O.G809 

3 

45347.306,39977300 
28769.7893,166102456 
33423.900 

24456.168,78161.830 

24456.168,78161.850 

0/0 

2 

243273,21.442 

16.0895, 11.3770 

24.273 

12.896,35.650 

12.896,35.650 

2/0 

0.1489 

Week 3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

14960.904, 11909.748 
12805.1968,9054.6415 
14960.904 

5906.262,24015.545 

5906962, 24015.545 

0/0 

3 

27.958,27.387 

7.1207,4.1111 

25.594 

22320.35.960 

22.320.35.960 

3/0 

0.1489 

3 

33115.950,25344302 
30639.4576,17689.6991 
15042.225 

14817,346, 68488.280 
14817346,68488280 

0/0 

2 

27.652,24.899 

17.0102, 12.0280 

27.652 

15.624, 39.680 
15.624,39.680 

2/0 

0.1489 

Overall" 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

24088.660,20855.526 

14945,8351.8628.9819 

21919.154 

10346,143,40000.682 
10346,143,40000.682 

3 

36.833,34.881 

14.4738.8.3564 

35.960 

22.816,51.724 

22.816,51.724 

0.0809 

3 

40025.228,35643.758 
24816.7724,14327,9702 
26983202 

24448.699,68643.T83 
24448.699.68643.783 

3 

61.921,41.943 

62.6422,36.1665 

38370 

14.467,132.925 

14.467,132.925 

00809 


1 P-value from Wilcoxon rank-sum IcbL 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BF.Q/ALQ values does not apply as the R C.Q/AT.Q values were converted to the limit 
of the quantification (e.g,. .234’will be used as 1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 54-Hour Urine Biomarfcere of Exposure by Ttmepoinr and Overall 

(Page 212 of 2641 


Biomaiker: Total 3-hydrox»cotinine (ua/24hr) Analytical Lab: INB1FO 





Male 



Female 


Timcpoint 

Statistic 

Smoker* 

Non-Smoker* 

P-value“ 

Smokers 

Non-Smokos 

P-value* 

Week I 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

SW, 95% 

# of BLQ/ALQ Values 

3 

4764.937,4175.226 
2902.0764,1675-5146 

4179.614 

2200.136,7915.062 

2200.136,7915.062 

0/0 

2 

8.119.7.437 

4.6054,3.2565 

8.119 

4.862,11.375 

4.862,11.375 

1/0 

0.1489 

3 

7997.909.7671.643 
2951.4778. 1704.0365 
6548.751 

6051.125,11393.850 

6051.125,11393.850 

0/0 

3 

12.018, 8.236 
11.9592,6.9046 

7.646 

2.860,25.548 

2.860, 25.548 

2/0 

0.0809 

Week 2 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

S%, 95% 

# of BLQ/ALQ Values 

3 

4644.883,4225.052 
2513.2695, 1451.0368 

3843.182 

26302266. 7461.200 

2630.266,7461.200 
(Ml 

3 

8.148,7208 

4.8814,2.8183 

6.912 

4.004, 13.529 

4.004,13.529 

2/0 

0.0809 

3 

8715.752,7683.637 
5529.5538, 3192.4894 
6424.074 

4700.475, 15022.708 
4700.475, 15022.708 

0/0 

2 

4.666,4.121 

3.0922,2.1865 

4.666 

2.479,6.852 

2.479,6.852 

2/0 

0.1489 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

2875.486,2289.054 
2461.1587, 1740.3020 

2875.486 

1135.184.4615.788 

1135.184.4615.788 

0/0 

3 

5.374,5,264 
1.3689,0.7903 

4.919 

4290,6.912 

4290,6.912 

3/0 

0.1489 

3 

6364.886, 4871213 

5888.9034, 3399.9600 
3083.316 

2847.894, 13163.447 

2847.894, 13163.447 

043 

2 

5.315,4.785 

3.2690, 2.3115 

5.315 

3.003, 2,626 

3.003. 7.S26 

2/0 

0.1489 

Overall' 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

3 

4629.840,4008.451 
2872.5893,1658.4902 

4212.861 

1988.529.7688.131 

1988.529.7688.131 

3 

7.079, 6.704 
2.7818,1.6061 

6.912 

4.385.9.941 

4.385.9.941 

0.0809 

3 

7692.849, 6850.730 
4769.7834,2753.8358 

5188 177 

4699.040. 13193.335 
4699.040, 13193.335 

3 

11.901,8.062 

12.0395,6,9510 

7375 

2.781, 25.548 
2.781,25.548 

0.0809 


' P-value from Wilcoxon ranfc-sum test. 

‘ Overall values calculated by first averaging tile results across visili wttfiin a subject, then calculating the descriptive statistic* across subjects. Count of BLQ/ALQ values does not apply at the BLQ/ALQ values were convened to the limit 
of the quantification (c.g.,'<1234’ will be used as '1.234') for tire averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers anti Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure byTimepoint and Overall 

(Page 213 of264) 


Bionuukci. Total 3-hydrozyctninine f(nmol/24hr)/cigarene per day) 
Statistic 


Timepomt 


Analytical Lab: INHIKJ 
Mole 


Smokers 


Non-Smokcni 


P-value 1 


Smokers 


Female 


Non-Smokers 


P-value" 


Week 1 

N 

3 

NA 

3 


MEAN, GEO MEAN 

1836.843,1836.143 


1937.009.1749.294 


SD,SE 

S2.4451,36.0527 


1005.7330,580.6602 


MEDIAN 

1812.181 


1892.921 


MIN, MAX 

1790.495, 1907.853 


954.045, 2964.061 


534,95% 

1790.495,1907.853 


954.045, 2964.061 


# of BLQ/ALQ Values 

Q/D 


<M> 

Week 2 

N 

3 

NA 

3 


MEAN, GEO MEAN 

1709.100,1690.203 


3567.184,2985.907 


SD,SE 

301.3276, 173.9716 


2193.8771,1266.6356 


MEDIAN 

1817.795 


3908.093 


MTN, MAX 

1368.505, 1940.999 


1222.808,5570.650 


5%, 95% 

1368.505, 1940.999 


1222.808,5570.650 


# Of BLQ/ALQ Values 

wo 


0/0 

Week 3 

N 

2 

NA 

3 


MEAN, CEO MEAN 

1492.836,1403.577 


2307.10), 1960.646 


SD, SE 

719.0696,508.4590 


1338.S035,772.9586 


MEDIAN 

1492.836 


2673.704 


MIN, MAX 

984.377,20015195 


823.1 B6,3424.414 


5%, 95% 

984.377,2001.295 


823.186.3424.414 


# of BLQ/ALQ Values 

0/0 


m 

Overall’ 

N 

3 

NA 

3 


MEAN, GEO MEAN 

1721.027, 1707.001 


2603.765,2399.602 


SD, SE 

260.5459, 150.4268 


1132.7438,653,9899 


MEDIAN 

1865.747 


3066.133 


MIN, MAX 

1420.245,1877.090 


1312.972,3432.189 


5%, 95% 

1420.245, 1877.090 


1312,972.3432.189 


NOTE: Values listed were normalized by taking the original biomarkor and dividing il by the number of clgiuwas found In question 4 of the weekly survey for the corresponding week. ~ ~~- 

1 P-valtre from Wilcoxen rank-sum test. 

' Overall valties calculated by first averaging the results across visits within a street, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tire BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ^11234' will be used as 3234*) for tfee averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall HtHtlsries. 
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Tabic 142.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 214 of264) 


Biomatker; Total 3-hydroxycotinine ((UR/24hr)/cigaritte perday) _ 

Analytical Lab; INBIFO 








Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-yalue* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

353.041, 352.90S 
12.0018,6.9293 
348.301 

344.133,366.689 
344.133,366.689 
(VO 


NA 

3 

372293.336214 
193.3023, 111.6032 

363.820 

183367, 569.693 

183.367, 569.693 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 9524 

# of BLQ/ALQ Values 

3 

328.489,324.857 
57.9149,33.4372 
349.380 

263.027, 373.060 
263.027, 373.060 
(VO 


NA 

3 

685.613,573,892 
421.6630,243.4473 

751.135 

233.024, 1070.679 

235.024, 1070.679 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95V. 

ft of BLQ/ALQ Values 

2 

286.923,269.767 
138.2054,97.7260 
286.923 

189.197,384.649 

189.197,384.649 

(VO 


NA 

3 

443.425,376.836 
257.3181, 148.5627 

513.886 

158.216,658,172 

158.216, 658.172 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

3D, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

330.782, 328.080 
50.0774,28.9122 
358.597 

272.971,360.777 

272.971,360.777 


NA 

3 

500,444, 461,203 
217.7136, 125.6970 

589.311 

252.353.659.667 

252.353.659.667 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing H by tbe number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wllcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of DLQ/AL.Q values does not iqrpty as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., '<1.234' will be u»ed as '1.234') for lire averagea serosa visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hrwr Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 215 of264t 

Biomarker: Total 3-hydrottycotinine (nmol/mi; Creatinine] Analviiral tah: INH1FO _ 


-.— _ Male _ Female 

Timepoint-Statistic_ Smokem _ Non-Smokers _ P-vslue* _ Smokers _ Ntro-Srookere _lvalue" 


Week] 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BITQ/AI.Q Vnlnes 

3 

15,979, 14.955 

6.9296,4.0008 

15.278 

9.426,23.232 

9-426,23.232 

0/0 

2 

0.022,0.022 

0.0042,0.0030 

0.022 

0.019,0.025 

0.019,0.025 

1/0 

0.1489 

3 

36.794, 30.430 

28.8498,16.6564 

22.427 

17.948,70.006 

17.948, 70.006 

0/0 

3 

0.051,0.041 

0.0400, Q.0231 

0.039 

0.019,0.096 

0.019, 0.096 

2/0 

0.0809 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

3%, 95% 

ft of BLQ/ALQ Values 

3 

19.232,18.698 
5.6416,3.2572 

18.022 

14.293,25.380 
14.293,25.380 

0/0 

3 

. 0.022,0.022 

0.0064,0.0037 

0.026 

0.015,0.026 

0.015,0.026 

2/0 

0.0765 

3 

38,488,29.184 

35.6930,20.6074 

21.151 

14.775, 79.538 

14.775, 79.538 

CVO 

2 

0.019,0,017 

0.0106,0.0075 

0.019 

0.011,0.026 

0.011,0.026 

2/0 

0.1489 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

14.957,14.298 
6.2579,4.4250 

14.967 

10,542.19.392 

10,542, 19.392 

0/0 

3 

O.OC1,0.021 

0.0057, 0.0033 

0.023 

0.015, 0.026 
0.015,0.026 

3/0 

0.1489 

3 

30.402,21.584 

30.8849, 17.8314 

15.321 

9.955, 65,930 
9.955,65,930 

0/0 

2 

0,020,0,018 

0.0113,0,0080 

0.020 

0.012,0,028 

0.012, 0.028 

2/0 

0.I4S9 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

17.763, 16.956 

6.4453, 3.7212 

17.564 

11.420,24.306 

11.420,24.306 

3 

0.022,0.022 

0.0025, 0.0015 

0.022 

0.02a 0.025 

0.020,0.025 

0.0809 

3 

35228,27.172 

31.8090, 18.3650 

19.633 

14226,71.825 

14226,71.825 

3 

0.047,0.035 
0.0433,0.0250 

0.031 

0.014,0.096 

0.014, 0.096 

0.0809 


' Overall values calculated by first averaging the results Heroes viaita within a subject, then calculating the descriptive statistic* across subjects. Count of BLQ/ALQ values does not apply a* the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1,234'will be used as ’1.234’) for the averages across visits within a eubject thus eliminating nil BLQ/ALQ vaiuei for the overall statistic*. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Bionrarkers of Exposure by Titnepoitit and Overall 

(Page 216 of264) 


Biomarker: Total 3-hydroxvcotinine luc/mg Crealininel _ AiutlyUcal Lab: INBIFO 


Tlmepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

3 

2 

0.1489 

3 

3 

0.0809 


MEAN, GEO MEAN 

3.071,2.575 

0.005,0.004 


7.072, 5.849 

0.010,0.008 



SD.SE 

1.3316,0.7688 

0.0007,0.0005 


5.5448, 3.2013 

0.0074,0.0043 



MEDIAN 

2.936 

0.005 


4.310 

0.007 



MIN, MAX 

1.812,4.465 

0.004,0.005 


3.450, 13,455 

0.004,0.018 



5%, 95% 

1.812,4,465 

0.004, 0.005 


3.450, 13.455 

0.004,0.018 



# of BLQ/ALQ Values 

0/0 

1/0 


tvn 

7/0 


Week 2 

N 

3 

3 

0.0765 

3 

2 

0.1489 


MEAN, GEO MEAN 

3.696,3.594 

0.004, 0.004 


7397, 5.609 

0.004,0.003 



SD, SE 

1.0843,0,6260 

0.0012,0.0007 


6.8601,3.9607 

0.0021,0.0013 



MEDIAN 

3.464 

0.005 


4.065 

0.004 



MIN, MAX 

2.747,4,878 

0.003, 0.005 


2.840, 15.287 

0.002.0.005 



6%, 95% 

2.747,4.878 

0.003,0.005 


2.840, 15.287 

0.002,0.005 



# of BLQ/ALQ Values 

0/0 

2/0 


0/0 

2/0 


Week 3 

N 

2 

3 

0.1489 

3 

2 

0.1489 


MEAN, GEO MEAN 

2.877,2.748 

0.004,0,004 


5.843,4.148 

0.004,0.003 



SD, SD 

12028,0.8505 

0.0010,0.0006 


5.9363,3.4273 

0.0021,0.0015 



MEDIAN 

2.877 

04)04 


2.945 

0.004 



MIN. MAX 

2.026.3.727 

0.003,0.005 


1.913,12.672 

0.002,0.005 



5%, 95% 

2.026,3.727 

0.003,0.005 


1.913, 12.672 

0.002,0.005 



# of BLQ/ALQ Values 

0/0 

3/0 


0/0 

2/0 


Overall* 

N 

3 

3 

0.0809 

3 

3 

0.0809 


MEAN, GEO MEAN 

3.414,3059 

0.004,0.004 


6.771,5.222 

0.009, 0.007 



SD, SE 

0389,0.7153 

0.0006,0.0003 


6.1140,3.5799 

0,0079, 0.0046 



MEDIAN 

3-376 

0.004 


3.773 

0.006 



MIN, MAX 

2.195,4.672 

0.004,0.005 


2.734, 13.805 

0.003,0,018 



5%, 95% 

2.195,4.672 

0.004,0.005 


2.734, 13.805 

0.003,0.018 



' P-v«lue from Wlkoxon rani-sum lest. 

‘ Overall values calculated by first averaging the results across visits within a subject, then ccleulaiitig the descriptive swipics across subjects. Count of BLQ/ALQ values ctoes not apply is the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-845U 

Covance CRU Study No. 12226-8450 


Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 217 of 264) 


Biomarker: Total 3-hydroxycotinine ({nmol/mg CreatinineVcigarette per day) 

Analytical Lab; INBIb'O 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vatue J 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

1285, 1264 



1.726, 1J34 




SD, SE 

0.2807,0.1621 



1.5448, 0.8919 




MEDrAN 

1273 



0.997 




MIN, MAX 

1.010,1.571 



0.680,3.500 




5%, 95% 

i.010, 1-571 



0.680, 3.500 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1.445,1.437 



2.747,2.180 




SD, SE 

0.1850,0.1068 



1.7536, 1.0124 




MEDIAN 

1.429 



3.525 




MIN, MAX 

1.269,1.638 



0.739, 3.977 




5%, 95% 

1.269, 1.638 



0.739. 3.977 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

1.687,1.685 



2.135, L.670 




SD.SE 

0,0997, 0.0705 



1.4192, 0.8194 




MEDIAN 

1.687 



2.554 




MIN, MAX 

1.616,1.757 



0.553.3.297 




5%. 95% 

1.616,1.757 



0.553,3297 




# of BLQ/ALQ Values 

(V0 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1.412,1.397 



2202, 1.834 




SD, SE 

02.384,0.1376 



1.4147, 0.8168 




MEDIAN 

1.509 



2.253 




MfN, MAX 

1.140,1.586 



0.763.3-591 




5%, 95% 

1.140,1.586 



0.763.3.591 




NOTE: Vali res listed were normalized by taking the original bkimarker and dividing il by lbs number of rigaietles found in question 4 of the weekly survey for the corresponding week. 

1 P-velue from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the result! across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were can verted to the limit 
of the quantification (e.g. r ’<] .234’will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tjhle 142 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 218 of264) 


Biaaaufar: Total 3 -bydioxycotiniue ((uu.'mu CreaiinineVcicareae per day) Analytical Lab: INBIFO 

__Male_ _ 

Tgnenoint _ Statistic _ Smokers _ Noq-Smokcra _ P-valuc" _ _Smokers 


Female ___ 

Non-Smokers _P-valuc* 


Week 1 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.247,0243 


0.332,0.257 


SD,SE 

0.0540, 0.0312 


02969,0.1714 


MEDIAN 

0.245 


0.192 


MIN, MAX 

0.194,0.302 


0.131,0.673 


5%, 95% 

0.194,0.302 


0.131,0.673 


# of BLO/ALO Values 

0/0 


0/0 

Week 2 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0.278, 0,276 


0.528,0.419 


SO, SE 

0,0356,0.0206 


0-3370,0.1946 


MEDIAN 

0.275 


0.578 


MIN, MAX 

0.244,0.315 


0.142,0,764 


5%, 95% 

0244.0.315 


0.142,0.764 


ft Of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

2 

NA 

3 


MEAN, GEO MEAN 

Q.325,0.324 


0.410,0.32] 


SD,SE 

0.0191,0.0135 


0,2731,0.1577 


MEDIAN 

0325 


0.491 


MIN, MAX 

0.311,0.338 


0.106,0.634 


5%, 95% 

0.311,0.338 


0.106,0.634 


ft of BLQ/ALQ Values 

0/0 


0/0 

Overall" 

N 

3 

NA 

3 


MEAN, GEO MEAN 

0271,0269 


0.423,0.353 


SD.SE 

0.0459, 0.0265 


0,2716,0.1568 


MEDIAN 

0,290 


0433 


MIN, MAX 

0.219.0.305 


0.147,0.690 


5%, 95% 

0.219, 0.305 


0.147, 0.690 


NOTE: Values listed were normalized by taking the original blomarker and dmdiiig h by tbe number ofeigarelUffl found in question 4 of the weekly survey foribe corresponding week, 

‘ P-value from Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results acmes visits within a subject, than eafculattag the descriptive statistics across subjects. Count of BLQ/ALQ values doer not apply aa the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., ’<1234’ will be used as ’1 -2340 for the averages across visit* whiiin a subject lima eliminating all BLQ/ALQ values forflie overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.2-2 


Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biontarkers of Exposure by Timepoint and Overall 

(Page 219 of 264j 

Biomarket; Total 3-hydtxixycotinine (nmol/L) Analytical Lab. INBIFO 




Mate 



Female 


Ttmepocst 

Statistic 

Smokers 

Non-Snioken 

P-VfiW 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

3 

2 

0.1489 

3 

3 

0.0765 


MEAN, GEO MEAN 

19663.7,17523.9 

28.5,233 


17857.8, 17465.3 

21.9, 18.5 



SD, SE 

9764.29,5625.87 

22.70, 16.05 


4337.31,2504.15 

15.45, 9.50 



MEDIAN 

24995.6 

28.5 


20281.3 

12.4 



MIN, MAX 

8417.0, 2557* J 

12.4,443 


12850.4, 20441.8 

12.4,40.9 



5%, 95% 

8417.0, 25578 J 

12.4,44.5 


12850.4,20441.8 

12.4,40.9 



# of BLQ/ALQ Values 

m 

170 


070 

im 


Week 2 

N 

3 

3 

0.0765 

3 

2 

0.1386 


MEAN, GEO MEAN 

22250.3,18298,4 

. 22.2,18.6 


17703.7,16917.1 

12.4,12.4 



SD, SE 

15078,23, 8705.42 

17.03,9.83 


6696.93, 3866.47 

0,00,0.00 



MEDIAN 

21500.8 

12.4 


15546.0 

12.4 



MIN, MAX 

7560.8, 37689.3 

12.4,41.9 


12351.6,25213.5 

12.4,12.4 



5%. 95% 

7560.8.376893 

12.4.41.9 


12351.6.25213.5 

12.4.12.4 



# of BLQ/ALQ Values 

0/0 

270 


070 

270 


Week 3 

N 

2 

3 

0.1066 

3 

2 

0.1386 


MEAN, GEO MEAN 

9886.9, 8143.2 

12.4,12.4 


14951.2, L2332.8 

12.4,12.4 



SD, SE 

7929.50,5607.00 

0.00,0.00 


11304.34, 6526.57 

0.00,0.00 



MEDIAN 

9886.9 

12.4 


9437.8 

12.4 



MIN, MAX 

4279.9,15493.9 

12.4,12.4 


7461.5,27954.4 

12.4,12.4 



5%, 93% 

4279.9,15493,9 

12.4,12.4 


7461,5,27954.4 

12.4,12.4 



# of BLQ/AEQ Values 

0/0 

3/0 


070 

270 


Overall" 

N 

3 

3 

0.0765 

3 

3 

0.0765 


MEAN, GEO MEAN 

19683.3,16403.7 

19.2,172 


16837.6, 16021.8 

21.9,18.5 



SD, SE 

12469.57,7199,31 

11.84.6.83 


6747.46, 3895.65 

16.45,9.50 



MEDIAN 

20663.4 

12.4 


14023.6 

12.4 



MIN, MAX 

6752,6,31633.9 

12.4.32.9 


11952.6,24536.6 

12.4,40.9 



5%, 95% 

6752.6,31633.9 

12,4, 32.9 


11952.6,24536.6 

12.4,40.9 



* P-vfthic from Wilcoxoti rank-sum test. 

f Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g„ ^<1.234’ will be used as 1.234^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 


Table 14.2.2-2 


Biomarker: Total 3-hydroxycotinine (no/mL) 

Statistical Comparison Between Smokers and Non-Smokers by Gsnderof 24-Hour Urine Biomarkcrs of Exposure by Timcpoint and Overall 

(Page 220 Of264) 

Analytical Lab: INBIFO 





Male 



Female 


Timcpoint 

Statistic 

Smokets 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 

P-Yslire* 

Week 1 

N 

3 

2 

0.1489 

3 

3 

0.0765 


MEAN, GEO MEAN 

3779.4.3365,1 

3.5,4.5 


3432.3,3356.8 

42, 3.6 



SD.SE 

1872.90,108132 

4.38,3.10 


833.66,48 U2 

3.18,1.83 



MEDIAN 

4804.2 

5.5 


3898.1 

2.4 



MIN, MAX 

1617.7,49162 

2.4, 8.6 


2469.8,3928.9 

2.4, 7.9 



5%, 95% 

1617.7,49162 

2.4, 8.6 


2469.8, 3928,9 

2.4, 7.9 



# of BLQ/ALQ Values 

CW) 

1/0 


0/0 

2/0 


Week 2 

N 

3 

3 

0.0765 

3 

2 

0.1386 


MEAN, GEO MEAN 

4276.5,3517.0 

4.3, 3.6 


3402.6,3251.4 

2.4,2.4 



SD, SE 

2898.04,1673.18 

3.29,1.90 


1287.13,743.12 

0.00, 0.00 



MEDIAN 

4132.5 

2.4 


2987.9 

2.4 



MIN, MAX 

1453.2, 7243,9 

2.4, 8.1 


2374.0,4846.0 

2.4, 2.4 



5%, 95% 

14532,7243.9 

2.4, 8.1 


2374.0,4846 0 

2.4. 2.4 



# of BLQ/ALQ Values 

0/0 

m 


(VO 

2/0 


Week 3 

N 

2 

3 

0,1066 

3 

2 

0.1386 


MEAN, GEO MEAN 

I90U3,1565.1 

2.4.2.4 


2873.5, 2408.8 

2.4,2.4 



SD,SE 

1524.03,1077.65 

0.00.0.00 


2172.69,1254,40 

0.00, 0.00 



MEDIAN 

19003 

2.4 


1813.9 

2.4 



MIN, MAX 

822.6,2977.9 

2.4,2.4 


1434.1,5372.8 

2.4,2.4 



5% 95% 

822.6,2977,9 

2.4.2.4 


1434,1,5372.8 

2.4,2.4 



# of BLQ/ALQ Values 

0/0 

370 


0/0 

2/0 


Overall' 

N 

3 

3 

00765 

3 

3 

D.0765 


MEAN, CEO MEAN 

3783.1, 3152,8 

3.7,3.3 


3236.2,3079.4 

4.2, 3.6 



SD, SB 

2396.71,1383,74 

2.31,1.33 


1296.85,748.73 

3.18, 1.83 



MEDIAN 

3071 5 

2.4 


2695.3 

2.4 



MIN, MAX 

1297.8,6080.1 

2.4, 6.4 


2297.3,4715.9 

2.4,7.9 



5%, 95% 

1297,8,6080.1 

2.4, 6.4 


2297.3,4715.9 

2.4,7.9 



’ P-va!ue from WiJcaxon rank-sum test. 

* Overall values calculated by Aral averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count nf BLQ/ALQ ybIuos does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1. 234' will be used as 1,234') for the averages acmes visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Bet ween Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 221 of 264) 


B iomaiker: Total 3-hydroxy cod nine ((nmol/Lytigarette per day) _ Analytical Lab: INBIFO 


Male_ _Female 


Timcpoint 

Statist ic 

Smokers 

Non-Smokers 

P-valuc" 

Smokers 

Non-Smokers 

P-vftW 

Week 1 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

1532.6,14*1.2 



846.1,765.4 




SD, SE 

498.30,287.69 



398.93,23032 




MEDIAN 

1402.8 



1022.1 




MIN, MAX 

1112.1,2083.0 



389.4, 1126.7 




5%, 95% 

1112.1,2083.0 



389.4,1126.7 




fl ofBLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

1531.7,1406.9 



1489.8.1263.6 




SD, SE 

672.63,38834 



1006.44.581,07 




MEDIAN 

1SS4.S 



1260.7 




MIN, MAX 

756.1,1954.6 



617.6,2591.0 




5%, 95% 

756.1, 1954.6 



617.6, 2591.0 




# ofBLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

10023,959.7 



1055.2,969.5 




SD. SE 

408.64,288.95 



466.18,269.15 




MEDIAN 

1002.3 



1243.6 




min, MAX 

7133,12912 



5243. 1397.7 




5%, 95% 

7133.12912 



5243,1397.7 




# ofBLQ/ALQ Value* 

G/D 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1410.7,1365.8 



11303, 1093.1 




SD, SE 

416.42,240.42 



336.44, 194.24 




MEDIAN 

14983 



1226.8 




MIN, MAX 

957.4,1776.3 



756.2,1408.0 




5%, 95% 

957.4,1776.3 



756 2, 1408.0 




NOTE: Values listed were normalized by taking the original btonwlcer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vahie from Wllooxon rank-sum test. 

' Overall values calculated by first averaging th© results acrosa visits within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ values does not apply as the BLQ/ALQ vah»e were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used ss 1.234 1 ) for die averages across visits within « subject thus eliminating all BLQ/ALQ value* for the overall statistics. 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepotnr and Overall 

(Page 222 of 264) 


Biomaifrer: Total 3-bydrPxycodntrte ((n g /mp/cigarette per day) _ Analytical Lab: INBIFQ 


Timcpoint 



Male 



Female 


Statistic 

Stnokers 

Nu-n-S motets 

P-valuc" 

Smokers 

Ncm-Smokcrs 

P-value’ 

Week 1 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

294.6,284.7 



162.6. 147.1 




SD.SE 

95.82,55.32 



76.70, 44.29 




MEDIAN 

269.6 



196.4 




MIN, MAX 

213.7,400.4 



74.8,216.6 




5%, 95% 

213.7,400.4 



74.8,216.6 




If of BLQ/ALQ Values 

04) 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

294.4,270.4 



286.3, 242.9 




SD.SE 

129.30, 74.65 



193.45, 111.69 




MEDIAN 

362.2 



242.3 




MIN, MAX 

145.3,375,7 



118.7,498.0 




5%, 95% 

145.3,375.7 



118.7, 498.0 




ft of BLQ/ALO Values 

OD 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

192.7,184.5 



202.8, 186.3 




SD, SE 

78,58, 55.55 



89.57, 51.71 




MEDIAN 

192.7 



239.0 




MIN, MAX 

137.1,248.2 



ioo.s, m« 




5%. 95% 

137.1,248.2 



100.8.268,6 




ft of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

271.1,262.5 



217.3,210,1 




SD, SE 

80.04,46 Jll 



44.62, 37.31 




MEDIAN 

288.0 



235.8 




MIN, MAX 

184.0.341.4 



145.4, 270.6 




5%, 95% 

184.0,341.4 



145.4,270.6 




NOTE: Values listed were normalized by taking the original btomarker and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum teart. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ value# were converted to the limit 
of the quantification (e.g.„ *<1.234’ will be used as 1.234*) for the averages across visit# within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 223 of254) 


Biomaricer: Total CotiniJie [nmol/24hrl _ Analytical Labi 1NBIFO 


Tlmepornt 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

it of B1.Q/AT.Q Values 

3 

20519.870,14594.558 
15520.0834,8960,5243 
23030245 

3897.624, 34631.742 

3897.624, 34631.742 
(V0 

4 

21 -588, 20.493 
8.3176,4.1588 

19360 

14.630, 33.000 
14.630,33.000 

4/0 

0.0518 

3 

22557.729,21545.646 

8433.2883,4868.9613 

20668.880 

15229.032,31775275 
15229.032, 31775.275 

CVO 

2 

24.244,21.582 

15.6186, 11.0440 

24 244 

13-200, 35288 

13200, 35.288 

2/0 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

19603.498, 16623.663 

11343.7587, 5549,3222 
23208.990 
6895.195,28706.310 
6895.195,28706.310 

tvo 

4 

24.778, 23.960 

7.3029,3.6514 

24.365 

15.480, 31.900 

18.480, 31.900 

4/0 

0.0497 

3 

24282.046,23632,999 
6492.8975,3748.6761 
26974.030 

16576.134.28995.975 

16876.134.28995.975 

0/0 

.3 

26.822,23.829 

13.6303, 7.8694 

31.625 

11.440,37.400 

11.440, 37.400 

3/0 

0.0809 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# erf BLQ/ALQ Values 

2 

16931.545,8752.583 
20497.2932,14493.7750 
16931.545 

2437.770, 31425,320 
2437.770,31425.320 

0/0 

4 

26.604,26.029 

6.2922, 3.1461 

27.302 

19.800, 32.010 

19.800,32.010 

4/0 

0.1052 

3 

19312.086,18375.629 
69964999,4039.4311 
20410.460 

11831.363,25694.435 

11831.363, 25694.435 

0/0 

3 

16.903, 16,673 

3,4686, 2.0026 

16.170 

13.860, 20,680 
13.860,20.680 

3/0 

0.0809 

Overall* 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

19705.868, 14767.918 
13906.6775, 8029.0241 
23119.618 
4410.196,31587.791 
4410.196,31587.791 

4 

24.323,23.769 

6,0605, 3.0302 

21.467 

18.605. 31.753 

18.605, 31.753 

0.0518 

3 

22050.621,21234.978 

7109,4152,4104,6229 

22684.457 

14645.510.28821.895 

14645.510.28821.895 

4 

22.875,21,190 

9.9295, 4.9647 

22.605 

12.833, 33,457 

12.833, 33.457 

0.0518 

P-value from WjJcown rank-sum test ~~ ~ ~ --- 


Ox’erall values calculated by first averaging the results across visits within a subject, then calculating the deacriptivc statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted la fte limit 
of the quantification (eg., ’<1.234’ will be used as T .234') for the averages across visits within a eubjeettbua eliminating all BLQ/ALQ vahraa for the overall statistia. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 224 of2641 


Bio marker: Total Cotinine (pg/24hr) Analytical Lab: 1NBIFO 




Mate 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smukcrs 

Non-Smokers 

P-valuc* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

3615.601,2571.561 
2734.6389,1578,8445 
4057.929 
686.761,6102.113 
686.761,6102.113 

0/0 

4 

3.804.3.611 

1.4656,0.7328 

3.412 

2.578.5.815 

2.576.5.815 

4/0 

0.0518 

3 

3974.672, 3796.343 
1485,9453, 857.9109 
3641.857 

2683.355, 5598.803 
2683.355, 5598.803 
(V0 

2 

4.272,3.803 
2.7521,1.9460 

4.272 

2.326.6.218 

2326.6.218 

2/0 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Vahe* 

3 

3454.136,2929.089 

1998.7706,1153.9907 

4089.424 

1214.933,5058.052 

1214.933,5058.052 

0/0 

4 

4.366,4222 

1.2869, 0.6435 

4.293 

3256, 5.621 

3,256, 5.621 

4/0 

0.0497 

3 

4278.497,4164.135 
1144.0485, 6605167 
4752.824 

2973.575, 5109.091 
2973,575,5109.091 

0/0 

3 

4.726,4.199 

2.4015, 1.3865 

5.572 

2.016,6.590 
2.016,6.590 

3/0 

0.0809 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

2 

2983.338, 1542205 
3611.6228,2553.8030 
2983.338 

429,535, 5537.141 

429.535.5537.141 

0/0 

4 

4.688,4.586 

1.1087, U.5544 

4.811 

3.489, 5.640 

3.489.5.640 

4/0 

0.1052 

3 

3402.789,3237.786 
1232.7832.711.7477 

35962123 

2084,686, 4527.359 
2084.686.4527.359 

0/0 

3 

2.978, 2.938 

0.6113,0.3530 

2.849 

2.442, 3.644 
2.442.3.644 

3/0 

0.0809 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

3 

3472.174,2602.107 
2*150.3570, MM.7143 
4073.677 

777.076. 5565.769 

777.076, 5565.769 

4 

4.286.4.188 
1.0681,0.5311 

4.135 

3.278,5.595 

3278, 5.595 

0.0518 

3 

3885.319, 3741.603 
1252.6789,723.2345 
3997.001 

2580.539.5078.418 

2580.539.5078.418 

4 

4.G31, 3.734 

1.7497, 0.8748 

3.983 

2261,5.895 
2261,5.895 

0.0518 


1 P-valuc from Wilcoxon rank-sum test. 

* Overall value# calculated by Hitt averaging the results bcioss vi*)t» within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<\2W will be used as '1*23 4^ for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Titnepoint and Overall 

(Page 225 of 254) 


Biomarker: Total Cotinine ((mnol/24hrycigareKc per day ) Analytical Labi INB1FO 





Male 



Female 


Timepoim 

Statistic 

Smokers 

Non-Smokers 

F-value - 

Smokers 

Non-Smokers 

R-vftiue* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

554, 95% 

knf HI .Q/AIQ Values 

3 

I512J299,1233.590 
1202.5689, 6943035 
1001.315 

549.604,2885,919 

649.604, 2885.979 

0/0 


NA 

3 

947.463.944251 
94,6409,54.6410 

962.887 

846,057, 1033.444 

846.057, 1033.444 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 55% 

# of BLQ/ALQ Values 

3 

1486,545,127 8.162 
1000.7451,577.7810 
1160,450 

689.520, 2609.665 

689.520, 2609.665 

0/0 


NA 

3 

2341.724,1765.151 
2171.9375, 1253,9687 
1348.702 

843.807.4832.663 

843.807.4832.663 

Q/T) 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

1512.536,1031.502 
1564.4510,1106.2410 
1512.536 

406295.2618.777 

406.295.2618.777 

0/0 


NA 

3 

1986.742, 1421.535 

19962 809, 1152.6111 
1020.523 

657.298, 4282.406 

657.298,4282.406 
(VO 


NA 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

1455.832, 1193.707 
1110.0556,640.8909 
1080.383 

581.806,2704.807 

581.806,2704.807 


NA 

3 

1758.643, 1439.209 
13973439, 806.7569 

1134.223 

782387,3359.319 
782387,3359.319 


NA 


NOTH: Values listed were uormalnsil by taking the original biomaiker and deriding It by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P - value from Wilcoxon rank sum test 

Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g.. N:l JZ34’will be tBed as ’1^34’) for the averages screw risita within a lubject thus elimmalmg all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 226 of 264) 


Biomarkcn Total Cotinine ((wy'24hryciflarctte per day) _ Analytical Lab: INB1FO 


Mate _ _Female 


Thuepoint 

Statistic 

Smokers 

Non-Smoker# 

P-vilne* 

Smokers 

Non-Smokers 

P-valuc* 

! 

j Week l 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5“/.. 95% 

# of BLQ/ALQ V«hws 

3 

266.467,217358 
211.8924, 1223361 

176.432 

114.460,508309 

114.460,508.509 
(VO 


NA 

3 

166.943,166377 
15.6760,9.6279 

169.661 

149.075,182.093 

149.075,182.093 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

#Df BLQ/ALQ Values 

3 

261.929,225.212 
1763317, 101.8051 

204.471 

121.493,459.823 

121.493,459.823 

0/0 


NA 

3 

412.612,311.020 
382.6953,220.9492 

237.641 

148.679,851.515 

148.679,851.515 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

» of BLQ/ALQ Values 

2 

266.509, 181.750 
275.6578, 194.9195 

266.509 

71.589.461.428 

71.589.461.428 
(Ml 


NA 

3 

350,064, 250.475 
351.7624,203.0901 

179.816 

115,816,754.560 

115.816, 754.560 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

256.518,210.331 

195.5918, 112.9250 

190.452 

102.514,476.587 

102.514,476.587 


NA 

3 

309.873, 253 389 
246.2119, 142,1505 

199.850 

137.857,591.912 
137.857,591.912 


NA 


NOTE: Values listed were normalized by taking the original biomafkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-valuc from Wilcox on rank-sum teat. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive satisfies across subject*. Count of BLQ/ALQ values does not apply as the BLQ/ALQ value* were converted to the limit 
of the quantification '<1.234’ will be used as 1 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomatkers of Exposure by Timepotnt and Overall 

(Page 227 of264) 


Biomartxr; Total Coliniro (tuml'ma Creatinine) Analytical Lab: INBIFO 


Tirnepomt 



Male 



Female 


Statistic 

Smoker* 

Non-Smokers 

P-value' 

Smokers 

Non-Smokera 

P-value' 

Week! 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

13.511, 10.048 
10.5711,6.1032 

12.992 

3.209, 24.332 

3.209, 24.332 

04) 

4 

0.011.0.010 

0.0048,0.0024 

0.011 

0.006,0.017 

0.006,0.017 

4/0 

O.OS 18 

3 

18.355, 16.426 
8.9922.5.1917 

22.634 

8.022,24.408 

8.022,24.408 

(V0 

2 

0.026, 0.024 
0.0120,0.0085 

0.026 

0.017,0.034 

0.017,0.034 

2/0 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

16,083,14.140 

9.3691,5.4093 

t5.174 

7.20i, 25.873 

7201,25.873 

0/0 

4 

0.014,0.013 

0.0066,0.0033 

0.0 L4 

0.007,0.023 

0.007,0.023 

4/0 

0.0518 

3 

18.664, 17.252 

8.6313,4.9833 

18349 

10.195,27.449 

10.195,27.449 

00 

3 

0.023,0.020 

0.0145,0.0084 

0.023 

0.009, 0.038 

0.009,0.038 

3/0 

G.0S09 

Week 3 

N 

MEAN, OEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

# of BLQ/ALQ Values 

2 

14.863, 10.507 

14.8662, 10.5120 

14.863 

4.351,25.375 

4.351,25.375 

0/0 

4 

0.018,0.017 

0,0050,0.0025 

0.018 

0.013,0.023 

0.013, 0.023 

4/0 

0.1052 

3 

17.379,15.650 
8.5251,4,9219 

19.648 

7.949, 24.540 

7.949, 24.540 

0/0 

3 

0.018, 0.017 

0.0064, 0.0037 

0.021 

0.011,0.023 

0.011,0.023 

3/0 

0.0809 

Overall' 

N 

MEAN, OEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

14.732, 12.041 

10.1521, 5.8613 

14.083 

4.920,25.193 

4.920,25.193 

4 

0.015,0.014 
0.0043,0.0021 

0.016 

0.009,0.018 

0.009,0.018 

0.0497 

3 

18.133,16.559 

82106, 4.7404 

21,841 

8.722, 23.835 

8.722, 23.835 

4 

0.024,0.022 

0,0083, 0.0041 

0.026 

0.Q12, 0.030 

0.012. 0.030 

0.0518 


' P-value from Wllooxon rank-sum test. - 

" O'™*! values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics scrags subjects. Count of BLQ/ALQ values does not ttltpfy as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as ’1,2341 for the averages acrase visits within a subject thus eliminating all BLQ/ALQ values for tire overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 228 of264) 


Biomarker; Total Cotinuie (ug/mg Creatinine) Analytical Lab: INBIFO 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Nun-Smokers 

p-value* 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

3 

4 

0.0497 

3 

2 

0.1489 


MEAN, GEO MEAN 

2.380.1.770 

0.002,0.002 


3234,2.894 

0.005,0.004 



SD, SE 

1.8627, 1.0754 

O.OOOS, 0.0004 


1.5848,0.9150 

0.0021,0.0015 



MEDIAN 

2.289 

0.002 


3.988 

0.005 



MIN, MAX 

0J65,4287 

0.001,0.003 


1.413,4.301 

0.003, 0.006 



5%, 93% 

0.363,4287 

0.001,0.003 


1.413,4.301 

0.003, 0.006 



V of BLQ/ALQ Values 

0/0 

4/0 


m 

2/0 


Week 2 

N 

3 

4 

0.0497 

3 

3 

0.0809 


MEAN, GEO MEAN 

2.834, 2.492 

0.002,0.002 


32 89,3.040 

0.004, 0.004 



SD, SE 

1.6508, 0.9531 

0.0013,0,0006 


15213, 0.8783 

0,0025, 0.0015 



MEDIAN 

2.674 

0.002 


3233 

0.004 



MIN, MAX 

13269,4.359 

0.001,0.004 


1.796, 4.837 

0.002,0.007 



5%, 95% 

1769, 4.559 

0.001,0,004 


1796, 4.837 

0.002,0.007 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Week 3 

N 

2 

4 

0.0952 

3 

3 

0.0765 


MEAN, GEO MEAN 

2.619, 1.852 

0.0Q3,0.003 


3.062, 2.758 

0.003,0.003 



SD, SE 

2.6191,1.8320 

0.0012,0.0006 


1.5019, 0.8671 

0.0012,0.0007 



MEDIAN 

2.619 

0.003 


3.462 

0.004 



MIN, MAX 

0.767,4.471 

0.002, 0.004 


1.401,4,324 

0.002,0-004 



5%, 95% 

0.767,4.471 

Q.002,0.004 


1.401,4.324 

0.002, 0.004 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

3/0 


Overall" 

N 

3 

4 

0.0518 

3 

4 

0.0518 


MEAN, GEO MEAN 

2.596,2.122 

0.002,0.002 


3.195, 2.918 

0.004,0.004 



SD, EE 

1.7887, 1.0327 

0.0010,0.0005 


1,4466, 0.8352 

0,0017, 0.0009 



MEDIAN 

2487 

0.003 


3.848 

0.005 



MIN. MAX 

0.867,4.439 

0.001,0.003 


1.537,4.200 

0.002,0.006 



5%, 95% 

0.867,4.439 

0.001,0.003 


1.537,4.200 

0.002,0.006 



’ P-value from WIIooxde rank-sum tost. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acroas subjects. Count of BLQ/ALQ values does not apply m the BLQ/ALQ values wcts converted to the limit 
of the quantification (e.g., '<1.234' will be used as'1.234') for the nvaragee across visits within a subject thus elintipatirtg all BLQ/ALQ values for the overall statistics. 
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Table 14-2.2-2 

Statistical Comparison Between Smokos and Non-Smokers by Gender of 24-Hour Urine Riomarkers of Exposure by Timepoint and Overall 

(Page 229 of 264) 


Bjomaricer: Total Cotmine ((nmol/m g Creatininey ri garette per day) Analytical Lab: 1NB1FQ 


Male _________Female 


Tixncpoml 

Sutliirtic 

Smokers 

Non-Snwkcrs 

P-valuc* 

Smoker* 

Non-Smokers 

P-value’ 

Week 1 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1.043,0.849 



0.784,0.720 




SD.SE 

0.8535, 0.4927 



0.3962,02287 




MEDIAN 

0.555 



0.686 




MIN, MAX 

0.535,2.028 



0.446,1220 




5%, 95% 

0.535,2.028 



0.446,1220 




4 of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1.277, 1,087 



1.647,1289 




SD, SE 

0.9312,0.5376 



1.2960,0.7483 




MEDIAN 

0.759 



1.372 




MIN, MAX 

0.720,2.352 



0510, 3.058 




S%, 95% 

0.720, 2352 



0.510,3.058 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

1.420,1238 



1.838, 1.211 




SD, SE 

0.9829, 0.5950 



1.9689, 1.1367 




MEDIAN 

1.420 



0.982 




MIN, MAX 

0.725,2.115 



0.442,4.090 




5W, 95% 

0.725.2.115 



0.442,4.090 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall’ 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1.162,0.982 



1.423, 1.132 




SD, SB 

0.8683,0.5013 



1.0911,0.5299 




median 

0 662 



1.191 




MIN, MAX 

0.660,2.165 



0.466,2.611 




5%, 95% 

0.660,2.165 



0.466,2.511 




NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the correipondmg week* 

* P-value from Wilcoxosi sank-sum test. 

* Overall values calculated by fir*t averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (eg., .234' will be used as T .234^ for the averages across visits within a subject thus eliminating all Bt.Q/ALQ value* for the overall statistics. 


I 


Final Draft: 25 March 2003 


Page 922 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/kjkj0001 



PM3006438161 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 230 of 264) 


Biomarker; Total Coitnme (luc/me Crcatinineycitareste per day) 

Analytical Lab: INB1FO 





Tiruepoint 



Male 



Female 


Statistic 

Smoken 

Woti-Smokjen 

P-vahie" 

Smokers 

Non-Smokers 

P-Ydluc’ 

Week I 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.184,0.150 



0.138,0.127 




SD, SE 

0,1501, 00867 



0.0696,0.0402 




MEDIAN 

0.100 



0.121 




MIN, MAX 

0.094, 0.357 



0.079,0215 




5%, 95% 

0.094, 0357 



0.079,0215 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

0.225,0.192 



0.290,0227 




SD, SE 

0.1637,0.0945 



0.2284, 0.1318 




MEDIAN 

0.134 



0.242 




MIN, MAX 

0.127,0414 



0.090, 0.539 




314.95% 

0.127,0.414 



0.090,0.539 




* of BLQ/ALQ Values 

(VO 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

0/251,0.219 



0324,0213 




SD, SE 

0.1732,0.1225 



0,3471,0.2004 




MEDIAN 

02251 



0.173 




MIN. MAX 

0.128,0.373 



0.076.0.721 




5%, 95% 

0.128,0.373 



0.078,0.721 




» of BLQ/ALQ Values 

0/0 



0/0 



Overall' 

N 

3 


NA 

3 


NA 


MEAN. GEO MEAN 

0205,0.173 



0.251,0.199 




SD, SF. 

0.1577,008-37 



0.1923,0.1110 




MEDIAN 

0.117 



0.210 




MIN, MAX 

0.116,0381 



0.082,0.460 




5%, 95% 

0.116,0381 



0.082,0.460 




NOTE: Values listed were normalized by taking the original biomcikcnr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vahte from Wilcoxon rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., f <l ,234' will be used as '1,234') for the averages aero* visits wilhin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 lour Urine Biomarkers of Exposure by Timepotnr and Overall 

(Page 231 of 2641 


Biomaifcer. Total Cotinine (nmnl/L) Analytical Lab: INB1FQ 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Noct-Sinokcra 

P-value* 

Smokers 

Noti-Sinokers 

P-value' 

Week! 

N 

3 

4 

0.0319 

3 

2 

0.138$ 


MEAN, GEO MEAN 

18992.3, 117732 

11.0,11.0 


9720.5, 9427.6 

11.0,11.0 



SD.SE 

18911.26, 10918.42 

0.00,0.00 


2975.82,1718.09 

0.00, 0.00 



MEDIAN 

14304.5 

11.0 


9064.9 

11.0 



MIN, MAX 

2865.9, 39806.6 

11.0, 11.0 


7127.2, 12969.5 

11.0,11.0 



544,9544 

2865,9,39806.6 

11.0, 11.0 


7127.2, 12969.5 

11.0,11.0 



# of BLQ/ALQ Values 

0/0 

4/0 


0/0 

2/0 


Week 2 

N 

3 

4 

0.0319 

3 

3 

0.Q636 


MEAN, GEO MEAN 

19069.8,13837.6 

11.0,11,0 


10237.0, 10000.7 

11.0,11.0 



SD.SE 

13857,21, 8000.46 

0.00,0.00 


2815.53,1625.55 

0.00,0,00 



MEDIAN 

22533.0 

11.0 


87UU 

11.0 



MIN, MAX 

3809.5,30867.0 

11.0, 11.0 


8523.3, 13486.5 

11.0,11.0 



5%, 95V, 

3809.5, 30867.0 

11.0, 11.0 


8523.3,13486,5 

11.0,11.0 



# of BLQ/ALQ Valises 

0/0 

4/0 


0/0 

3/0 


Week 3 

N 

2 

4 

0,0552 

3 

3 

0.0636 


MEAN, GEO MEAN 

11020.5, 5984.5 

11.0.11.0 


9272.5, 9086,7 

11.0,11.0 



SD, SE 

13087,06,9253.95 

0.00,0.00 


2353.34, 1358.70 

0.00,0,00 



MEDIAN 

11020.5 

ii.o 


8330.8 

11.0 



MIN, MAX 

1766.5,20274.4 

11.0,11.0 


7535.9, 11950.9 

11.0,11,0 



544,95% 

1766.5.20274.4 

11.0, ] 1.0 


7535,9, 11930.9 

11.0,11.0 



# of BLQ/ALQ Values 

0/0 

4/0 


<M 

3/0 


Overall’ 

N 

3 

4 

0.0319 

3 

4 

0.0319 


MEAN, GEO MEAN 

17182.9, 11625.7 

11.0, 11.0 


9743.4, 95223 

11.0,11.0 



SD, SE 

13792.59, 7963.16 

O.OQ, 04X1 


2653.99, 1532328 

0.00, 0.00 



MEDIAN 

18418.8 

1 1.0 


8374.7 

11.0 



MIN, MAX 

28142). 30316.0 

11.0,11.0 


8053.1. 12802.3 

11.0.11.0 



544, 95% 

2814.0, 30316.0 

11.0,11.0 


8053.1, 12802.3 

11.0,11.0 



" P-vaiuc fern WUcoxon rink-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating lire descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted It the limit 
of the quantification (e.g., te[.234“will be used as ’1234’) Tor the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 232 of 264) 


Biomatker: Total Cotinine Ua/mL) Analytical Lab: fNBlFQ 




Mate 



Female 


Timctioint Statistic 

Suckers 

Non-Smokers 

P-vahre’ 

Smokrrs 

Non-Smokers 

F-value’ 

Week I N 

3 

4 

0.0319 

3 

2 

0.I3R6 

MEAN, GEO MEAN 

3346.5.2074.5 

1.9,1.9 


1712.7,1661.1 

1.9, 1.9 


SD.SE 

3332.13, 1923.81 

0.00,0,00 


524.33,302.72 

0.00,0.00 


MEDIAN 

2520.5 

1.9 


1597.2 

1.9 


MIN. MAX 

505.0,7013.9 

1.9,1.9 


1255.8, 2285.2 

1.9,1.9 


5%, 95% 

505.0,7013.9 

1.9,1.9 


1255.8,2285.2 

1.9, 1.9 


H of BLQ/ALQ Values 

0/0 

4/0 


a/o 

Z® 


Week 2 N 

3 

4 

0.0319 

3 

3 

0.0636 

MEAN, GEO MEAN 

3360.1,2438.1 

1.9,1.9 


1803.8, 1762.1 

1.9,1.9 


SD.SE 

2441.67,1409.70 

0.00,0.00 


496.08,286.41 

0.00,0.00 


MEDIAN 

39703 

1.9 


IJ33.2 

1.9 


MIN, MAX 

671.2,5438.8 

1.9,1.9 


1501.8,2376.3 

1.9,1.9 


5%, 95% 

671.2, 5438.8 

1.9, 1.9 


1501.8, 2376.3 

1.9, 1.9 


if ofBLCVALQ Values 

0/0 

4/0 


a/o 

3/0 


Week 3 N 

2 

4 

0.0552 

3 

3 

0.0636 

MEAN. GEO MEAN 

1941.S, (054.5 

1.9, 1.9 


1633.8, 1601.1 

1.9, 19 


SD,SE 

2305.88, 1630.50 

0.00,0.00 


414-64,239.39 

0.00, 0-00 


MEDIAN 

1941.8 

1.9 


1467.9 

1.9 


MIN, MAX 

311.3,3572.3 

1.9, 1.9 


1327.8,2105.7 

1.9, 19 


5%, 95% 

311.3,3572.3 

1.9,1.9 


1327.8,2105.7 

1.9, 1.9 


# of BLQ/ALQ Values 

OT 

4/0 


0/0 

3/D 


Overall' N 

3 

4 

0.0319 

3 

4 

0.Q319 

MEAN, GEO MEAN 

3027.6,2048.4 

1.9,1.9 


(716.8, 1677,8 

1.9, 1.9 


SD.SE 

2430.28, 1403.12 

0.00, 0.00 


467.59, 269.96 

0.00, 0.00 


MEDIAN 

32454 

1.9 


1475.6 

1.9 


MIN, MAX 

495.8, 5341.7 

1.9,1.9 


1419.0.2255.7 

1.9,19 


5%, 95% 

495.8,5341.7 

1.9, 1.9 


1419.0,2255.7 

1.9,19 



' P-vnlue trcm Wilcoxon rank-sum lest. 

’ Overall values calculated by first averaging the results across viaita within a subject, then calculating the descriptive atatiatica scrota subject*. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ^I.234’wi!l be used as 1,2343 for the average* serosa visits within a subject thua eliminating all BLQ/AL.Q values forth® overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smolcers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 233 of 264) 


Bioroariter. Total Cotinine ((nmol/Lycigarette per day) _ Analytical Lab: 1NB1FQ 


Timepoint 

' 


M*Ie 



Female 


Statistic 

Sinokcis 

Non-Smokers 

P-valne* 

Smokers 

Ntm-Smokers 

P-value" 

Week 1 

hi 

3 


NA 

3 


NA 


MEAN, CEO MEAN 

1472.3,995.1 



417.7,413.2 




SD, SE 

1599.39,923.41 



76.64,44.25 




MEDIAN 

621.9 



393.0 




MIN, MAX 

477.7, 33 E 7.2 



356.4,503.6 




5%, 95% 

477.7, 33(7,2 



356-4,503.6 




it of BLQ/ALQ Values 

0/0 



0.'0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

1437.9, 1064.0 



1036.4,747.0 




SD, SE 

1242.15,717.15 



1049.14,605.72 




MEDIAN 

1126.7 



435-1 




MIN, MAX 

361.0,2806.1 



426.2, 2247.8 




5%, 95% 

381.0, 2806.1 



426.2, 2247.8 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

992.0,705.3 



942.3,702.9 




SD, SE 

986.48,697.55 



W8,87,524,73 




MEDIAN 

992.0 



418.7 




MIN, MAX 

294.4, 1689,5 



416.5,1991.8 




5%, 95% 

294.4, 1689.5 



416.5,1991.8 




# of BLQ/ALQ Values 

(W 



0/0 



Overall’ 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

12S7.7, 956.6 



798.8, 653,8 




SD, SE 

1166.25, 673.34 



645.96, 372.94 




MEDIAN 

874.3 



449.5 




MIN, MAX 

384.4,2604.3 



402.7, 1544.2 




5%, 95% 

384.4,2604.3 



402,7, 1544.2 




NOTE: Valuta listed were normalized by taking the original bbmariier and dividing it by the number of cigarettes found In question 4 of tile weekly survey for the corresponding week. 
‘ P-Ystue Burn Wllcoxon rank-stmt lest. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics setose subject*. Count of BLQfALQ values does not apply as the BLQ/ALQ values were convened to the limtt 
of the quantification (e.g, V:1 .234’ will be used as ’I.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokcis by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint ami Overall 

(Page 234 of 264) 


Bicmaiken Total Cotininc (Qig/mLycigareue per day) _ Analytical Lab: INBIFO 


Thnepoim 



Mak 



Female 


Srsiistic 

Smokers 

Mon-Smokcra 

P-valuc* 

Smokers 

Non-Stnokcts 

F-valtie‘ 

Week! 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

259.4,175.4 



73.6.72.8 




SD.SE 

281.80,162.70 



13.49,7.79 




MEDIAN 

109.6 



6932 




MIX, MAX 

842, 584.5 



62.8, 88.7 




5%, 95% 

84 2, 584.5 



62.8. 88.7 




# of BLQ/ALO Values 

m 



0/0 



Week 2 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

253.3, 187,4 



182.6, 131.6 




SD, SE 

2IS.&6, 126.36 



184.87, 106.73 




MEDIAN 

198.5 



76.7 




MIN, MAX 

67.1,494.4 



75.1,396.1 




544,9534 

67.1,494.4 



75.1,396.1 




# of BLQiALQ Values 

m 



(M3 



Week 3 

N 

2 


NA 

3 


NA 


MEAN, GEO MEAN 

174.8, 124.3 



166.1, 123.9 




SD.SE 

173.81, 122.90 



160.16,92.47 




MEDIAN 

174.8 



73.8 




MIN, MAX 

51.9.297.7 



73.4,351.0 




534,95% 

51.9,297.7 



73.4.351.0 




# of BLQ/ALQ Values 

0/0 



(VO 



Overall’ 

N 

3 


NA 

3 


NA 


MEAN, GEO MEAN 

226.9, 168.5 



140.8, 115.2 




sn.SR 

205 51, 118 65 



113.81,65.71 




MEDIAN 

154.1 



79,2 




MIN, MAX 

67.7,458.9 



71.0.272.1 




5%, 95% 

67.7,458.9 



71,0,272.1 




NOTE: Values listed were normalized by taking the original bfcmwrter and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week. 
* P-value from Wilcoxon rank-sum test, 


■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply aa the QLQ/AEO values were converted to the limit 
ofthe quantification fe.g., ’<1.234'will be used as ’1234^ for the averages across visits within a subject thus eliminating all BLQfALQ values for the overall statistics. 
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Biomarker; Total Nicotine (nraol/24tir) 

Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 235 of264) 

Analytical Labi INBlfO 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P value" 

Smokcra 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MTN, MAX 

5% 95% 

# of BLQ/ALQ Value. 

3 

1 >5044/38,14878.493 
10825.1649,6249.9118 
23200.422 

5605.104, 25327.788 

JS05.104, 25327.788 

CTO 

i 

38.100,38.100 

NA.NA 

38.100 

38.100,38.100 

NA, NA 

1/0 

NA 

3 

8635.728,8049.119 
4082.2773,2356.9039 
7159230 

5497.128.13250.825 

5497.128.132.50.825 

00 

2 

27,991.24.918 

18.0326, 12.7510 

27.991 

1522-40, 40.742 
15240,40.742 

20 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

13631.052, 12261.172 
6848.8611,3954.1918 
14725,704 

6300.791.19866.660 

6300.791.19866.660 
(VO 

2 

35.878,35.865 

1.3470, 0.9525 

35.878 

34.925,36.830 

34.925,36.830 

2/0 

0.1489 

3 

11106.904,10275/92 
5507.3989,3179.6983 
9159.570 

6837.732, 17323.410 
6837.732, 17323.410 
(VO 

3 

43.690,43 268 

7.4446,42981 

43.180 

35/13,51,376 

36.513,51.376 

2/0 

0.0809 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

8440.238, 6209.580 
8084.3971,5715.5320 

844Q.238 

2723.706, 14156.770 

2723.706, 14156.770 
(VO 

4 

30,715,30.052 
7.2646,3.6323 

31.522 

27.860.36.957 

22.860.36.957 

4/0 

0.1052 

3 

KXH 1.533,9589.062 
3639.1714,2101.0766 
9143.680 

6884.745, 14006.175 

6884.745. 14006.175 

G/fl 

3 

25.839,24.948 
115835,7,2651 

23.876 

16.002, 40.640 

16.002,40.540 

3/0 

0.0809 

Overall’ 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

14541.112, 12230.458 
8379.8227,4838.0929 
[8963.063 

4876.534, 19783.739 

4876/34,19783.739 

4 

30.641,29-992 

7.1809,3.5904 

31437 

22.860.36.830 

22.860.36.830 

0.0518 

3 

9918.055, 9370.867 
4289.6139,2476.6098 
77.34.515 

7159.513, 14860.137 
7159.513, 14860.137 

3 

33.455, 33.106 

5.8798, 32947 

33.528 

27.539,39.298 

27.539, 39298 

0.0809 


' P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results acroaa visit* within a subject, then calculating the descriptive statistics across subject*. Count of DLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’•*! .234’will be used as *1,234} for tha averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438167 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 1422-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 236 of 264 1 


Biomatker Total Nicotine (pg/24hQ Analytical Lab: 1NBIFO 





Male 



Female 


Timepuinl 

Statistic 

Smokers 

Non-Smokcra 

P-value 1 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN. CEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

» of BLQ/ALQ Values 

3 

2926.80S. 2413.292 
1755.8415, 1013.7356 
3763.108 
909.148,4108.167 
909.148,4108.167 

0/0 

i 

6.180. 6.180 

NA.NA 

6.180 

6.180,6.180 

NA.NA 

1/0 

NA 

3 

1400.715,1305567 
662.1456, 382.2899 
1161027 

891.634,2149.284 

891.634,2149.284 

0/0 

2 

4.540.4.042 

2.9246,2.0680 

4540 

2.472, 6.608 

2.472, 6.608 

2/0 

0.1489 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

2210.956, 1988.762 
1110.8853,641.3699 
2388.509 

1021.988, 3222.372 
1021.988, 3222.372 

0/0 

2 

5.820, 5.817 

0.2185, 0.1543 

3.820 

5.665, 5.974 

5.665, 5.974 

2/0 

0.1489 

3 

1801.540, 1666.701 
893.3001,515.7471 
1485.682 

1109.080,2809.857 

1109.080,2809.857 

0/0 

3 

7.086,7.018 

1.2076,0.6972 

7.004 

5.922, 8.333 

5.932, 8.333 

2 tO 

0.0809 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It of BLQ/ALQ Values 

2 

1369.007, 1007.194 
1311.2892,927.2215 
1369.007 

441.785, 2296228 

441.785, 2296.228 

0/0 

4 

4.982, 4,874 

1,1782, 0,5891 

5.113 

3.708, 3.994 

3.708,5.994 

4/0 

0.1052 

3 

1623.871,1555.346 
590.2737,340.7947 
1483,105 

1116,706,2271.802 

1116,706,2271.802 

0/0 

3 

4.354,4.047 

2.0409,1.1783 

3.873 

2.596,6X92 
2596,6592 

V0 

0.0809 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

2358.568, I983.7B0 
1359.2070,784.7385 
3675.809 

790.974. 3208.922 

790.974, 3208.922 

4 

4.970, 4,865 

1.1646, 0.5823 

5.099 

3.708,5.974 

3.708, 5.974 

0.05) S 

3 

1608.708, 1519.955 
695.7753,401.7061 
1254.538 

1161273,2410.314 
1161273,2410314 

3 

5.427,5.370 

0.9536,05505 

5.439 

4.467,6.374 

4.467,6.374 

0.0809 


B P-value from Wifcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive stallages across subjects. Count of J3LQ/ALQ values does not apply as the B LQ/ALQ values were cot verted to the limit 
of the quantification (e.g,, , <1.234 1 will be u*ed as '1J234') for the average* acroa* visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gentler of 24-1 lour Urine Biomsrkere of Exposure hy Trrrw-point and Overall 

(Page 237 of 2641 


Biomarken Total Nicotine ((nmolt24hrV ci Earene per dayj Analytical Lab: JNB1FO _ 

_ Male __ , _ Female 


Timepoiia _ Statistic _ Smokos _ Noo-Somkas _ P-vahaP _“_ Smokers _ Non-Smokere _P-yalue* 


Weekl N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

1351,182,1257.589 


354.966,352.758 


SD, SE 

658.7723,3803423 


48.1420,27.7948 


MEDIAN 

1008.714 


357.962 


MIN, MAX 

934.184,2110.649 


305396, 401.540 


5%, 95% 

934.184,2110.649 


305396, 4012610 


#ofBIQ/ALQ Values 

(VO 


04} 


Week 2 N 

3 

NA 

3 

NA 

MEAN, GEO MEAN 

1057,475,942.738 


1229.034, 767,485 


SD, SE 

630.4652, 375.5452 


1437.2171,829.7777 


MEDIAN 

736,285 


457.979 


MIN, MAX 

630.079, 1806.060 


341.887, 2887335 


5%, 95% 

630.079, 1806.060 


341.887,2887.235 


#cf BLQ/ALQ Values 

m 


0/0 


Week 3 N 

2 

NA 

3 

NA 

MEAN, OEO MEAN 

816,841, 731.806 


1062.194.741.808 


SD, SB 

513.2040, 362.8900 


1104.7686,637,8384 


MEDIAN 

816.841 


507,982 


MIN. MAX 

453.951.1179.731 


344237,2334363 


554, 9554 

453.951, 1179.731 


344.237,2334.363 


# of BLQ/ALQ Values 

0/0 


0/0 


Overall* N 

3 

NA 

3 

NA 

mean, geo mean 

1081,350, 909.046 


882.064, 633 542 


SD, SF. 

543.9865, 314.0708 


859.3701, 496.1576 


MEDIAN 

872.500 


386.726 


MIN, MAX 

672.738, 1698.813 


385.088, 1874.379 


554,95% 

672.738, 1698.813 


385.088, 1874.379 



NOTE: Values listed were normalized by taking the original biomarker nod dividing k by the number of cigarettes found In question 4 of trie weekly survey fbrthe corresponding week. 
’ P value from WUcoson rank-sum tent. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subject*. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values went converted to the limit 
of tin; quantification (e.&, *1 -234’ Will be used ad 1.234 ") for the averages aercas visits within a subject thus eliminating all BLQ/ALQ values far the overall statistics. 
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# • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

(Page 238 of 264) 


Biomarker: Total Niccdrte ((itg/241trycigareni per da y)_ Analytical Lab: INBIFO 





Male 



Keirak; 


Timepoint 

Statistic 

Smoker? 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

2I9.IS2.203.9S1 
106.8527, 61.6914 

163.613 

151.525, 342.347 

151.525, 342.347 

Ml 


NA 

3 

57.575, 57.217 

7.S088,4.5084 

58,061 

49.535,65.130 

49.535,65.130 
(V0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

171.522, 152.912 
105.5055, 60.9136 

119.425 

102.199, 292.943 

102.199, 292.943 

0/0 


NA 

3 

199349,124.486 
233.1170,134.5901 

74.284 

55.454,468310 

55.454,468.310 

6/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# Of BLQ/ALQ Values 

2 

132.492, 118.699 

83.2413,58,8605 

132.492 

73.631.191.332 

73.631,191.352 

0/0 


NA 

3 

1722B8, 120.321 

179,1936, 103.4575 

82,395 

55.835, 378.634 

55.835,378.634 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

175.395,162.045 

88.2345, 50.9422 

141.519 

[09.118,275.547 
109.118,275.547 


NA 

3 

143.071,106.004 

1393903, S0.4770 

62.727 

62.461, 304.025 

62.461, 304.025 


NA 


NOTE: Values listed were normalized by taking tire original bioniaiker and dividing h by the number of cigarettes (bund In question 4 of rite weekly survey tbrtfoc corresponding week. 

‘ P-value from Wilcwton rank-sum test. 

' Overall vahres calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to lire limit 
of the quantification (e.g., ’<1.234' will be used as 'I.234Q for the averages across visit* within a subject thus eliminating all BLQ/ALQ values fortbe overall statistics. 
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* • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of F.xptvuire hy Time point and Overall 

(Paste 239 of 264) 


Binmarker Total Nicotine (nmol/me Creatinine) Analytical Lab: INBIFO 


Mate 




Female 


Tutieporat Statistic Smokers 

Non-Smokers 


P-value” 

Smukcia 

Nco-Sinukcra 

P-value” 


Weak 1 

N 

3 

1 

NA 

3 

2 

0.14R9 


MEAN, GEO MEAN 

11.833,10243 

0.015,0.015 


6.930.6.137 

0.029,0.027 



SD.SE 

6.6791,3.8562 

NA,NA 


3.5278,2.0368 

0.0141,0.0100 



MEDIAN 

13.088 

0.015 


8,454 

0.029 



MIN, MAX 

4.615,17.795 

0.015,0.015 


2.896,9.439 

0.019,0.039 



3%, 95% 

4.615, 17.795 

NA, NA 


2,896, 9,439 

0.019,0.039 



# of BLQ/ALQ Values 

(VO 

1/0 


0/0 

2/0 


Week2 

N 

3 

2 

0.1489 

3 

3 

0.08W 


MEAN, GEO MEAN 

11.371, 10.429 

0.021,0.020 


8.138,7.501 

0.038, 0.037 



SD, SE 

5.8605, 3.3836 

0.0071,0.0050 


3.5658, 2.0587 

0 0093,0,0054 



MEDIAN 

9.627 

0.021 


9.321 

0.042 



MIN, MAX 

6.581, 17.906 

0.016,0.026 


4,131,10.962 

0.027, D.044 



5%, 95% 

6.581, 17.906 

0.016,0.026 


4.131,10.962 

0.027,0.044 



it of BLQ/ALQ Values 

(VO 

2/0 


(VO 

2/0 


Week 3 

N 

2 

4 

0.1052 

3 

3 

0.0809 


MEAN, GEO MEAN 

8.146, 7.454 

0.021,0.020 


8.716, 8.167 

0,022, 0.021 



SD, SE 

4.6457,3.2850 

0.0059,0.0030 


4.0438, 2,3347 

0.0082, 0.0047 



MEDIAN 

8.146 

0.020 


6.628 

0.024 



MIN, MAX 

4.861, 11.431 

0.015,0.027 


6 143, 13.377 

0.013,0.029 



5%. 95% 

4.861,11.431 

0.015.0.027 


6.143,13.377 

0.013,0.029 



# of BLQ/ALQ Values 

0/0 

4/0 


040 

3/D 


Overall* 

N 

3 

4 

0.Q51S 

3 

3 

0.0809 


MEAN, GEO MEAN 

10.807,9.S4S 

0.021,0.020 


7.928,7.381 

0.030,0.030 



SD, SE 

5.2014,3.0030 

0.0061,0.0031 


3.4391, 1.9856 

0.0047,0.0027 



MEDIAN 

11 358 

o.rai 


8.134 

0.032 



MIN, MAX 

5.352. 15.711 

0.015,0.027 


4.390,11.259 

0.025,0.034 



5%, 95% 

5.352, 15.711 

0.015,0.027 


4.390,11.259 

0.025,0.034 



* P-value ftotn Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statiaics across subjects. Count of DLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 1<1234’will be used as T.2347 for Uw averages across visits wfthin a subject thus eliminating ail BLQ/ALQ values for ths overall statistics. 
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